Today’s hypertensives
with new concerns...

GENERATION

G hoose CARDURA: first-line therapy

for a new generation of hypertensives.

Choose CARDURA for around-the-clock blood pressure
control that doesn’t jeopardize blood lipids or blood sugar."

CARDURA is well tolerated. In placebo-controlled studies, only three common side effects
were reported significantly more often than with placebo: dizziness. somnolence, and fatigue.
These were generally mild and transient. Only 2% of patients discontinued therapy due to
adverse effects— the same as with placebo. Syncope has been reported, but rarely (<1%).
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CARDURA® (doxazosin mesylats) Tablets Cardiac Toxicity in Animals: DOXAZOSIN PLACEBO
Brief Summary of Prescribing Information An increased incidence of myocardial necrosis or hbr05|s was displayed by (N=330) {N=336)
INDICATIONS AND USAGE Sprague-Dawiey rats after 6 months of dietary admi at NG Mouth Ory 2% 29
CARDURA (doxazosin mesylate) is indicated for the treatment of nypenensnon calculated to prowde 80 mg doxazosm/kg/day and after 12 months ofmetary : Flushin w" 0,,/°
CARDURA may be used alone or in combination with diuretics or b i to provide 40 mg 9 ° °
blocking agents. There is limited experience with CARDURA in combmanon wnh (150 times me ma)umum recommended human dose assuming a patient weight of SPECIAL SENSES: Vision Abnormal 2% 1%
angiotensin converting enzyme inhibitors or caicium channel blockers, 60 kg). Myocardial fibrosis was observed in both rats and mice treated in the same Conjunctivitis/Eye Pain 1% 1%
CONTRAINDICATIONS mannar with 40 mg doxazosin/kg/day for 18 months. No cardiotoxicity was Tinnitus % 0.3%
CARDURA is contraindicated in patients with a known sensitivity to quinazolines observed at lower doses (up to 10 or 20 mg/kg/day, depending on the study) in X o
(e.0. prazosin, terazosin). either species. These lesions were not observed after 12 months of oral dosing in FSYCHIATRIC: :::2::’;:; SZD ;of’
WARNINGS dogs and Wistar rats at doses of 20 mg/k and 100 Depression 1 ,,; 1°/°
$Syncope and “First-dose” Effect: respectively. 'I'hsre is no evidence that similar lesions occur in humans. Insomnia 1,,/" w"
like other alpha ic blocking agents, can cause marked and of Fartility: Sexual Dysfunction 20/" 1 /"
hypotension, especially in the upright position, with syncope and other Chronic dietary administration (up to 24 months) of doxazosin mesylate at 2 d
postural symptoms such as dizziness. Marked orthostatic effacts are most maximally tolerated concentrations (highest dose 40 mg/kg: about 150 times the GASTROINTESTINAL:  Nausea 3% 4%
common with the first dose hut can also occur when thers is a dosage maximum recommended human dose of 16 mg/60 kg) revealed no evidence of Diarchea 2% 3%
increass, or if therapy i¢ interrupted for more than a few days. Ta decrease carcinogenicity in rats. There was also no evidence of carcinggenicity in a Constipation 1% 1%
the likelihood of excessive hypolension and syncope, it is essentiat that similarly conducted study (up te 18 months of dietary administration) in mice. Oyspepsia 1% 1%
freatment ba initiated with the 1 mg dose. The 2, 4, and The mouse study, however, was compromised by the failure to use a maxirmally Flatulence 1% 1%
8 my tablets are not for initial therapy. Dosage should then be adjusted slowly tolerated dose of doxazosin. Abdominal Pain 0% 2%
(se8 DOSAGE AND ADMINISTRATION section) with increases in dose svery Mutagenicity studies revealed no drug- or metabolite-related effects at either Vomiting 0% 1%
two weeks. Additional antihypertensive agents should be added with caution. chromosomal or subchromosomal levels. RESPIRATORY: Rhinitis 3% 1%
Patients being litrated with doxazosin should be cautioned to avoid Studies in rats showed reducad fertility in males treated with doxazosin at oral : Dyspnea 1°/: 1,,;
situations where injury could result should syncope occur. doses of 20 (but not § or 10) mg/kg/day, about 75 times the maximum £ is‘:axt s 19 0,/"
Inan early investigational sludy of the safety and tolerance of i ing daily human dose. This effect was reversible within two weeks of drug P od 2
doses of in in nor i at 1 mg/day, only 2 of 6 withdrawal. URINARY: Polyuria 2% 0%
subjects coutd tolerate more than 2 mg/day without experiencing symptomatic Pregnancy Unnary incontinence 1% 0%
postural fiypotension. In another study of 24 healthy normotensive male subjects Teratogenic Etfects, Pregnancy Category B. Studies in rabbits and rats at daily ion Frequency 0% 2%
recelvmg initial doses of 2 mg/day of doxazosin, seven (29%) of the subjects oral doses of up to 40 and 20 mg/kg, respectively (150 and 75 times the ' ) o o
postural hy ion between 0.5 and 6 hours after maximum recommended daily dose of 16 mg, assuming a patient weight of 60 GENERAL: Ei:g‘::,’;?:'a'se = 122,/" g,,;"
the first dose necessrtaung termination of the study. In this study 2 of the kg), have revealed no evidence of harm to the fetus. The rabbit study, however, Asthenia W‘ 1,,;
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Ppatients aiways began doxazosin dosing at 1 mg/day resuiting in a 4% incidence There are no adequate and well-controlled studies in pregnant women. Because Pain 2,,/: 2,,/:

of postural side effects at 1 mg/day with no cases of syncope.

In multiple dose clinical trials involving over 1500 patients with dase titration
every one to two weeks, syncope was reported in 0.7% of patients. None of
these events occurred at the starting dose of 1 mg and 1.2% (8/664) occurred at
16 mg/day.

¥ syncope occurs, the patient should be placed in a recumbent position and
Ireated supportively as necsssary.

PRECAUTIONS

General

1. Orthostatic Hypotension:

While syncope is the most severe orthostatic effect of CARDURA, other symptoms
of lowered blood pressure, such as dizziness, lightheadedness, or vertigo, can
occur, especially at initiation of therapy o at the time of dose increases. These
were common in clinical trials, occurring in up to 23% of all patients treated and
<causing discontinuation of therapy in about 2%.

In placebo titeation trials ic effects were minimized by
beginning therapy at 1 mg per day and titrating every two weeks to 2, 4, or 8 mg
per day. There was an increased frequency of orthostatic effects in patients given
8 mg or more, 10%, compared to 5% at 1-4  mg and 3% in the placebo group.

Patients in in which ion could be dangt
should be treated with particular caution.

It hypotension occurs, the patient should be placed in the supine position and, if
this measure is i volume ion with tiuids or
vasopressor therapy may be used. A transient hypotensive response is not a
contraindication to further deses of CARDURA.

2. impaired liver tunction:

CARDURA should be administered with caution to patients with evidence of
impaired hepatic function or to patients receiving drugs known to influence hepatic
metabolism (see CLINICAL PHARMACOLOGY). There is no controlled clinical
experience with CARDURA in patients with these conditions.

3. Laukopenia/Neutropenia:

animal reproduction studies are not always predictive of human response,
GARDURA should be used during pregnancy only if clearly needed.

Radioactivity was found to cross the placenta following oral administration of
labelled doxazosin to pregnant rats.

Nonteratogenic Etfects. In peri-postnatal studies in rats, postnatal development
at maternal doses of 40 or 50 mg/kg/day of doxazosin was delayed as evidenced
by slower body weight gain and a slightly later appearance of anatomical features
and reflexes.

Nursing Mothers

Studies in lactating rats given a single orat dose of 1 mg/kg of {2-C]-doxazosin
indicate that doxazosin accumulates in rat breast milk with a maximum
concentration about 20 times greater than the maternal plasma concentration. It
is not known whether this drug is excreted in human milk. Because many drugs
are excreted in human milk, caution should be exercised when CARDURA is
administered to a nursing mother.

Pediatric Use

Safety and effectiveness in children have not been established.

ADVERSE REACTIONS

CARDURA has been administered to approximately 4000 patients, of whom 1679
waere included in the clinical development program. In that program, minor
adverse effects were frequent, but led to discontinuation of treatment in only 7%
of patients. In placebe-controfled studiss adverse effects occurred in 4% and
40% of patients in the doxazosin and placebo groups, respectively, and led to
discontinuation in 2% of patients in each group. The major reasons for
discontinuation were postural effects (2%}, edema, malaise/fatigue, and some
heart rate disturbance, each about 0.7%.

In controlled clinical trials directty comparing CARDURA to placebo there was
no significant difference in the incidence of side effects, except for dizziness
(including postural), weight gain, somnolence and fatigue / malaise. Postural
effects and edema appeared to be dose related.

The prevalence rates presented below are based on cambined data from

Analysis of hematologic data from patients receiving CARDURA in
clinical trials showed that the mean WBC (N=474) and mean neutrophil counts
(N=419) were decreased by 2.4% and 1.0% respectively, compared to placebo, a
phenomenan seen with other algha blocking drugs. A search through a data base
of 2400 patients revealed 4 in which drug-related neutropenia could not be ruled
out. Two had a single low value on the last day of treatment. Two had stable,
non-progressive neutrophil counts in the 1000/mm? range over periods of 20
and 40 weeks. In cases where follow-up was available the WBCs and neutrophil
counts returned to normal after discontinuation of CARDURA. No patients
became symptomatic as a result of the low WBC or neutrophil counts.
Information for Patients:

Patients should be made aware of the possibility of syncopal and orthostatic
symptoms, especially at the initiation of therapy, and urged to avoid driving or
hazardous tasks for 24 hours after the first dose, after a dosage increase, and after
interruption of therapy when treatment is resumed. They should be cautioned to
avoid situations where injury could result should syncope occur during initiation of
doxazosin therapy. They should aiso be advised of the need to sit or lie down when
symptoms of lowered blood pressure occur, atthough these symptoms are not
always orthostatic, and to be careful when rising from a sitting or lying position. If
dizziness, li ar are they should be reported
to the physician, so that dose adjustment can be considered. Patients shoutd also
be told that drowsiness or somnolence can accur with doxazosin, requiring caution
in peaple who must drive or operate heavy machinery.

Drug Interactions:

Most (98%} of plasma doxazosin is protein bound. /7 vitro data in human
plasma indicate that CARDURA has no effect on protein binding of digoxin,
warfarin, in or i Thereis no i on the effect of
other highly plasma protein bound drugs on doxazosin binding. CARBURA has
been administered withaut any evidence of an adverse drug interaction to
patients receiving thiazide diuretics, beta blocking agents, and nonsteroidal anti-
inflammatory drugs.

Drug/Laboratory test inferactions:

None known.

placeb studies involving ance daily administration of doxazosin at
doses ranging from 1-16 mg. Table 1 summarizes those adverse experiences
(possibly/prabably related) reported for patients in these studies where the
prevalence rate in the doxazosin group was at least 0.5% or where the reaction is
of particufar interest.

TABLE 1
ADVERSE REACTIONS DURING PLACEBO CONTROLLED STUDIES

DOXAZOSIN PLACEBO
(N=339) (N=336)
CARDIOVASCULAR: Diziness 19% 9%
Vertigo 2% 1%
Postural Hypotension 03% 0%
Edema 4% 3%
Palpitation 2% 3%
Arrhythmia 1% 0%
Hypotension 1% 0%
Tachycardia 03% 1%
Peripheral Ischemia 03% 0%
SKIN APPENDAGES: Rash 1% 1%
Pruritus 1% 1%
MUSCULOSKELETAL:  Arthralgia/Arthritis 1% 0%
Muscle Weakness 1% 0%
Myalgia 1% 0%
CENTRAL &
PERIPHERAL N.S.: Headache 14% 16%
Paresthesia 1% 1%
Kinetic Disorders 1% 0%
Ataxia 1% 0%
Hypertonia 1% 0%
Muscle Cramps 1% 0%

Additional adverse reactions have been reported, but these are, in general, not
distinguishable from symptoms that might have occurred in the absence of
exposure to doxazosin. The following adverse reactions occurred with a
frequency of between 0.5% and 1%: syncope, hiypoesthesia, increased sweating,
agitation, increased weight. The following additional adverse reactions were
reported by <0.5% of 3960 patients who received doxazosin in controlled of
open, short- or long-term clinical studies, including international studies.
Cardiovascular System: angina pectoris, ial infarction, b
accident; Autonomic Nervous System: palior; Metabolic: thirst, gout,

i ietic puipura; ive System:
breast pain; Skin Disorders: alopecia, dry skin, eczema; Central Nervous System:
paresis, tremor, twitching, confusion, migraine, impaired concentration;
Psychiatric: paroniria, amnesia, emotional lability, abnormal thinking,
depersonahzatlon Special Senses parosmla earache taste perversion,

abnormal d appetite,
anorexia, fecal i
sinusitis, coughing, pharyngms Urinary System: renal calculus; General Body
System: hot flushes, back pain, infection, fever/rigors, decreased weight,
influenza-like symptoms.

CARDURA has not been associated with any clinically significant changes in
routine biochemical tests. No clinically relevant adverse effects were noted on
serum potassium, serum glucase, uric acid, blood urea nitrogen, creatinine or
liver function tests. CARDURA has been assaciated with decreases in white
blood cell counts (See Precautions).

OVERDOSAGE

No data are available in regard to overdosage in humans.

The orai LDsg of doxazosm is greater than 1000 mg/kg in mice and rats. The
most likely manif of would be for which the
usual treatment would be intravenous infusion of fluid. As doxazosin is highly
protein bound, dialysis would not be indicated.

DOSAGE AND ADMINISTRATION

DOSAGE MUST BE INDIVIDUALIZED. The initial dosage of CARDURA in
hypertensive patients is 1 mg given once daily. This starting dose is intended to
minimize the frequency of postural hypotension and first dose syncope
associated with CARDURA. Postural effects are most likely to occur between 2
and 6 hours after a dose. Therefore blood pressure measurements should be
taken during this time period after the first dose and with each increase in dose.
Depending on the individual patient’s standing biood pressure response (based
on measurements taken at 2-6 hours postdose and 24 hours postdose), desage
may then be increased to 2 mg and thereafter if necessary to 4 mg, 8 mg and 16
mg to achieve the desired reduction in blood pressure. Increases in dose
beyond 4 mg increase the likelihood of excessive postural effects including

syncope, postural , postural At a titrated dose
of 16 mg once daily the lnquancy M pastural effects is about 12% compared
to 3% tor placebo.

HOW SUPPLIED

CARDURA {doxazosin mesylate) is available as colored tablets for oral
administration. Each tablet contains doxazesin mesylate equivaient to 1 mg
(white), 2 mg (yellow}, 4 mg (orange) or 8 mg (green) of the active constituent,
doxazosin.

CARDURA® TABLETS are available as 1 mg (white), 2 mg (yellow), 4 mg
(orange) and 8 mg (green) scored tablets.

Bottles of 100: 1 mg (NDC (048-2750-66), 2 mg (NDC 0049-2760-66), 4 mg
(NDC 0049-2770-66), 8 mg (NDC 0049-2780-66)

Recommended Storage: Store below 86°F(30°C).

CAUTION: Federal law prohibits dispensing without prescription.
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CME

AMT Video Digest Special Offer

Earning CME used to mean the hassle of travel, and time away from
home. Times have changed. American Medical Television and the
American Medical Association have made CME a lot more convenient
for you. AMT Video Digest lets you earn CME credit on your own
schedule, at home, or in the office — and for a limited time, a six
month subscription to AMT Video Digest is only $99.

Two Hours of CME Credit Every Month

AMT Video Digest presents the best of American Medical Television
— medical news, clinical advances, specialty meeting highlights,
legislative updates, practice management information — convenient,
condensed, commercial-free, on videocassette.

Cost-effective and Convenient

AMT Video Digest is a monthly VHS videocassette worth 2 credit hours
of CME. The American Medical Association has designated AMT Video
Digest for 24 hours of CME credit yearly toward completion of the
AMA Physician's Recognition Award. All at a fraction of what other
CME programs cost, with the added convenience of studying at home.

Limited Time Offer $99

Order your subscription to AMT Video Digest before January 31, 1993
and we'll give you your first six-months of CME credit for only $99.
That's less than $10 per credit hour and almost 15% off the regular
subscription price of $115 for AMA Members (Non-Members $135).

Hurry. This offer is only good if you call 800 398-CNBC before
January 31, 1993. Your next continuing medical education program
can be as close as your VCR and as convenient as clicking a button - -

all for $99 if you act now.
(]
M Call toll free to order 800 398-CNBC and specify Archives of
AMERICAN Family Medicine Special Offer

MEDICANL
American Medical Association

T N
ELEvisIO Physicians dedicated to the health of America

American Medical Television is produced in conjunction with the American Medical Association



ARCHIVES

FAMILY MEDICINE

The ARCHIVES OF FAMILY MEDICINE is a member of the consortium of AMA
journals listed below. The ARCHIVES reaches more than 80 000 readers in family
and general practice each month, in addition to paid subscribers.

The Journal of the American Medicat Assaciation (JAMA)
American Journat of Diseases of Children (AJDC)
Archives of Dermatalogy

Archives of General Psychiatry

Archives of Internai Medicine

Archives of Neurology

Archives of Ophthalmology

Archives of Otolaryngotogy—Head & Neck Surgery
Archives of Pathology & Laboratory Medicine

Archives of Surgery

The ARCHIVES OF FAMILY MEDICINE (ISSN 1063-3987) is published bi-
monthly by the American Medical Association, 515 N State St, Chicago, 1L 60610,
and is an official publication of the Association. Application to mail at second-
class postage rates is pending at Chicago and at the additional mailing office. GST
registration number R126 225 556.

@ PRINTED ON RECYCLED PAPER

SUBSCRIPTION RATES—The subscription rates for the ARCHIVES OF FAMILY MED-
ICINE are as follows: $80 for 1 year, $143 for 2 years in the United States and US
Possessions; other countries, one year, $115; 2 years, $213 for expedited air de-
livery. (Rates for subscriptions for delivery to Japan or South Korea are available
through exclusive agents—contact publisher.) Special rates for residents and med-
ical students in the United States and US possessions are available.

CHANGE OF ADDRESS—POSTMASTER, send all address changes to Subscriber Ser-
vices, American Medical Association, 515 N State St, Chicago, IL 60610. Please
notify us of address change at least 6 weeks in advance to ensure uninterrupted
service. Include both old and new addresses, a recent mailing label, and new ZIP
code.

SUBSCRIBER SERVICES—For information about subscribing to any of the AMA
publications, change of address, missing issues, or purchasing back issues, please
contact Subscriber Services, American Medical Association, 515 N State St, Chi-
cago, IL 60610, or call (800) 262-2350 (670-7827) between 8:30 aM and 4:30 M
CST. Fax: (312)464-5831.

REPRINTS—Authors place their reprint order at the time the edited typescript is
reviewed and should allow 4 to 6 weeks for delivery following publication. Re-
quests for individual reprints should be sent directly to the author at the address
shown in the article.

For bulk reprint orders for commercial distribution please contact Mark Kuhns,
600 Third Ave, New York, NY 10016, phone (212) 867-6640, fax (212) 953-
2497. For reprint orders in limited quantities for educational distribution please
contact Rita Houston, 515 N State St, Chicage, 1L 60610, phone (312) 464-2512,
fax (312) 464-5835.

PERMISSIONS—Contact Laslo Hunyady, Permissions Assistant, 515 N State St,
Chicago, IL 60610, phone (312) 464-2513.

ADVERTISING PRINCGIPLES—Each advertisement in this issue has been reviewed
and complies with the principles governing advertising in AMA scientific publi-
cations. A copy of these principles is available on request. The appearance of ad-
vertising in AMA publications is not an AMA guarantee or endorsement of the
product or the claims made for the product by the manufacturer.

(AMP]

References: 1. Levy B, Rosenberg LN, Colasante DA. A comparison of VERELAN® and Procardia®
XL in the treatment of patients with mild to moderate hypertension. American College of Clinical
Pharmacology. 21st Annual Meeting, 1992. Abstract. 2. Further analysis of Levy B, et al. {See
reference 1.) Data on file. Lederle Laboratories, Pearl River, NY.

Brief Summary

VERELAN®
Verapamil HCI
Sustained-Release Pellet-Filled Capsules

For complete Prescribing Information, consult package insert.

CLINICAL PHARMACOLOGY

Food does not affect the extent or rate of the absorption of verapamil from the controlled release
VERELAN capsule.

Atrioventricular block can occur in patients without preexisting condition defects (see
WARNINGS)

Acceleration of ventricular, rate and/or ventricular fibrillation has been reported in patients with
atrial flutter or atrial fibrillation and a coexisting accessory AV pathway following administraticn of
verapamil (see WARNINGS).

In patients with hepatic insufficiency, metabolism is delayed and elimination half-life prolonged
up to 14 to 16 hours (see PRECAUTIONS), the volume of distribution is increased, and plasma
clearance reduced to about 30% of normal.

CONTRAINDICATIONS

Severe LV dysfunction (see WARNINGS), hypotension (systelic pressure <90 mmHg) or car-
diogenic shock, sick sinus syndrome {if no pacemaker is present), second- or third-degree AV
block (if no pacemaker is present), atrial flutter/fibrillation with an accessory bypass tract {eg,
WPW or LGL syndromes}, (see WARNINGS), hypersensitivity to verapamil.

WARNINGS

Verapamil should be avoided in patients with severe LV dysfunction (eg, ejection fraction
<30%) or moderate-to-severe symptoms of cardiac failure and in patients with any degree of
ventricular dysfunction if they are receiving a beta blocker. Control milder heart failure with opti-
mum digitalization and/or diuretics before VERELAN is used. Verapamil may occasionally produce
hypotension. Elevations of liver enzymes have been reported.

Several cases of hepatocellular injury have been demonstrated to be produced by verapamil.
Periodic monitoring of liver function in patients on verapamil is prudent. Some patients with par-
oxysmal and/or chronic atrial flutter/fibrillation and an accessory AV pathway {eg, WPW or LGL
syndromes) have developed an increased antegrade conduction across the accessory pathway
bypassing the AV node, producing a very rapid ventricular response or ventricular fibrillation after
receiving IV verapamil (or digitalis). Because of this risk, oral verapamil is contraindicated in such
patients. AV block may occur (second- or third-degree, 0.8%). Development of marked first-
degree block or progression to second- or third-degree black requires reduction in dosage or,
rarely, discontinuation and institution of appropriate therapy. Sinus bradycardia, second-degree
AV block, sinus arrest, pulmonary edema and/or severe hypotension were seen in some critically ill
patients with hypertrophic cardiomyopathy who were treated with verapamil.

PRECAUTIONS

Verapamil should be given cautiously to patients with impaired hepatic function {in severe dys-
function use about 30% of the normal dose) or impaired renal function, and patients should be
monitored for abnormal prolongation of the PR interval or other signs of averdosage. Verapamil
may decrease neuromuscular transmission in patients with Duchenne’s muscular dystrophy and
may prolong recovery from the neuromuscular blocking agent vecuronium. It may be necessary to
decrease verapamil dosage in patients with attenuated neuromuscuiar transmission. Combined
therapy with beta-adrenergic blockers and verapamil may result in additive negative effects on
heart rate, atrioventricular conduction and/or cardiac contractility; there have been reports of
excessive bradycardia and AV block, including complete heart block. The risks of such combined
therapy may outweigh the benefits. The combination should be used oniy with caution and close
monitoring. Decreased metoprolol clearance may occur with combined use. Chronic verapamil
treatment can increase serum digoxin levels by 50% to 75% during the first week of therapy, which
can result in digitalis toxicity. In patients with hepatic cirrhosis, verapamil may reduce total body
clearance and extrarenal ctearance of digitoxin. The digoxin dose should be reduced when verapa-
mil is given and the patient carefully monitored. Verapamil will usually have an additive effect in
patients receiving blood pressure-lowering agents. Disopyramide should not be given within
48 hours before or 24 hours after verapamil administration. Concomitant use of flecainide and
verapamil may have additive effects on myocardial tility, AV conduction, and repolariza-
tion. Combined verapamil and quinidine therapy in patients with hypertrophic cardiomyopathy
should be avoided, since significant hypotension may result. Verapamil has been given concomi-
tantly with short- and Iong actmg nitrates without any undesirable drug interactions. Interaction

ine and chronically administered verapamil has not been studied. In heaithy voiun-
teers, clearance of verapamil was Teduced o unchanged. Concomitant use of lithium and verapa-
mil may result in a lowering of serum lithium levels or increased sensitivity to lithium. Patients
receiving both drugs must be monitored carefully.

Verapamil may increase carbamazepine concentratlons during combmed use. Rnfampm may
reduce verapamil bioavailability. Phenobarbital may pamil clearance. Verapamil may
increase serum levels of cyclosporine. Concomitant use of inhalation anesthetics and calcium
antagonists needs careful titration to avoid excessive cardiovascular depression. Verapamil may
potentiate the activity of neuromuscular blocking agents (curare-like and depolarizing); dosage
reduction may be required. Adequate animal carcinogenicity studies have not been performed.
One study in rats did not suggest a tumorigenic potential, and verapamil was not mutagenic in
the Ames test. Pregnancy Category C: There are no adequate and well-controlled studies in preg-
nant women. This drug should be used during pregnancy, labor, and delivery only if clearly
needed. Verapamil is excreted in breast milk; therefore, nursing should be discontinued during
verapamil use. Safety and efficacy of verapamil in children below the age of 18 years have not
been established.

ADVERSE REACTIONS

Reversible (upon discontinuation of verapamil) nonobstructive, paralytic ileus has been infre-
quently reported in association with the use of verapamil.

In clinical trials with 285 hypertensive patients on VERELAN for more than 1 week, the following
adverse reactions were reported: constipation (7.4%); headache (5.3%); dizziness (4.2%); leth-
argy (3.2%); dyspepsia (2.5%); rash (1.4%); ankle edema {1.4%); sleep disturbance (1.4%);
myalgia (1.1%). In clinical trials of other formulations of verapamil HCI (N = 4,954), the foltowing
reactions have occurred at rates greater than 1.0%: constipation (7.3%); dizziness (3.3%); nausea
(2.7%); hypotension (2.5%); edema (1.9%); headache (2.2%); rash (1.2%); CHF/pulmonary
edema (1.8%}; fatigue (1.7%); bradycardia (HR <50/min) (1.4%}; AV block-total 1°, 2°, 3°{1.2%);
2°and 3° (0.8%); flushing (0.6%); elevated liver enzymes (see WARNINGS).

The following reactions, reported in 1.0% or Iess of patients, occurred under cundmons (open
trials, marketing experience) where a causal relationship is uncertain. angina
pectons atrioventricular dissociation, chest pain, claudication, myocardial infarction, palpita-
tions, purpura (vasculitis), syncope. Digesﬁve System: diarrhea, dry mouth, gastrointestinai dis-
tress, gingival hyperplasia. Hemic and Lymphatic: ecchymosis or bruising. Nervous System:
cerebrovascular accident, confusion, equilibrium disorders, insomnia, muscle cramps, paresthe-
sia, psychotic symptoms, shakiness, somnolence. Respiratory: dyspnea. Skin: arthralgia and
rash, exanthema, hair loss, hyperkeratosis, maculae, sweating, urticaria, Stevens-Johnson syn-
drome, erythema multiforme. Special Senses: blurred vision. Urogenital: gynecomastia, impo-
tence, increased urination, spotty menstruation.
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PROCARDIA XL
IN REDUCING
BP AT THE
24TH HOUR

Reduction in mean DBP measured 24+2 hours
after dosing

Baseline

ce batween treatment grou

Results of a 12-week, randomized, double-blind, parallel, comparative study of
ratients with mild-to-moderate h_\:(:’c'rtensfon in 10 study sites nationwide,
Eﬂlffcnrs not controlled on VERELAN 240 mg/day were titrated to 360 mg/day
and. if needed, 480 mg/day; patients not controlled on Procardia XL 30 mg/day
were litrated to 60 mg/day and, if needed, 90 mg/day. There was no significant
difference between groups in the number of titrations to goal DBP (<90 mm Hg).

*Procardia XL is a registered trademark of Pfizer Inc.

Constipation, which can easily be managed in most patients, is the
most frequently reported side effect of verapamil.

Please see brief summary of Prescribing Information on adjacent page.

ONCE-A-DAY

Verapamil HCI 5%

PELLET-FILLED CAPSULES
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[l Premixed so patients don’t
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[ Simple, BID. dosage

WARNING: ANY CHANGE IN INSULIN
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Novoline is a trmdemark of Novo Nordisk A/S.
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Make?t YOIJI’ Choice

for a Lifetime- MD/?Q/

THE GENTLE GIANT

The recnmmenced starting dosage for Calan SR s 180 mg once dall\r Dosa titration will be required In some p‘-’t.laﬂtl ‘1o achieve blood control. A lower starting

dosage of 120 ngdav may be warranted in some patients (eg, the e
doses Calan SR

BRIEF SUMMARY

Contraindications: Severe LV dysfunction (see Warnmgs), hypotension (systolic pressure
< 90 mm Hg) o cardiogenic shock. sick sinus syndrome (if no pacemaker s present), 2nd- or
Jrd-degree AV block {if no peu:ummf 5 ptesenll atriad lluttmhbtilauon With an accessory
bypass tract {eg. WPW or LGL sy J. hyper

Warnings: Verapamil should be avouded tn patients with sevare Lv dysfunction (eg, eechon
fraction < 30%) of mod 10 severe symp: of cardiac falure and m patents with: any
degree of ventricular dysfunction  they are recening a beta-blocker. Control milder heatt fature
with eptimum digitalization and/or disetics before Calan SR is used. Verapamil may occasionally
produce hypotension Elevations of bver enzymes have been reporied. Several cases have been
demonstrated to be produced by pamil Periodic g of Iner function in patients on
verapamil 15 prudent. Some patients with paroxysmal and/or chrome atnal flutier/fibnllation and
an accessory AV pathway (eg, WPW or LGL syndromes) have developed an increased antegrade
conduction across thi accessory pathway bypassing-the AV node, produgng @ very rapid
ventricular response or ventncular fibrilation after receving | V. verapamil (or dgntalis). Because
of this risk, oral verapamil s contrandicated in such patients. AV black may occut [2nd- and Jrd-
degres, 0.8%) Development of marked 1st-degree block or progression to 2nd- oc 3id-degree
block requires reduction in dosage o, rarely, disc and n of appropriate therapy
Sinus bradycardia, 2nd-degree AV block, smus amest, puimonary edema and/or sevete hypoten:
sion were seen in some cntically i patients with hypertrophic cardiomyopathy who were treated
with verapami

Precautions: Verapamil should be given ¢ Iy to with impaired hepatic function {in
severe dysfunction use about 30% of the normal dose) or impaifed renal function, and patients
should be monitared for abnormal prok of the PR interval ot other signs of overdosage
Verapaiml may decrease neuromuscular transmission in patenis with Duchenne's muscular dys-
trophy and may prolang recovery from the neuromuscular blocking agent vecuronium. it may be
necessary 10 decrease verapamil dosage in patients with atlenvated neuromusgular transmession
Combined therapy with beta-adrenergic blockers and verapamil may result in additve pegative
effects on heary rate, stnovenincular canduction andior cardiac contractifty, there have been
taports of excessive bradycardia and AV block, including complete heart block. The nsks of such
combined therapy may cutweigh the benefits. The combmation should be used only with caution
and close g Decreased n lol and propranolol clearance may occur when either
drug is administered concomitantly with verapamil. A vanable effect has been seen with combined
use of atenolol. Chronic verapamil treatment can increase serum digokin levels by 50% to 75%
dufing the first week of therapy, which can result in digitahs toxicity. In patiénts with hepatic
cirthosis, verapamil may reduce 1otal body clearance and extrarenal clearance of digitaxin The
digoxin dose should be reduced when verapamil is gven, and the patient carefully monitored
Verapamil will usually have an additive effect in patients recewing blood-pressure-lowering agents

© 1993 Searle A92CA7501T

rly, patients of small stature), Dosages above
ould be administered with food. Constipation, whlch ls e3sily managed in most patients. is the most commonly reported side effect of Calan SR,

BOVE 340 mo Galty Should be administered in alided

Disopyramide should not be given within 48 hours before of 24 hours atter verapamil admanistra-
ton. Concomitant use of fiecainide and verapamil may have addiive effects on myocardial
contractility, AV conduction, and repolanzation Combined verapamil and quinidine. therapy n
patients with hypertiophic cardiamyopathy should be avoided, snce significant hypotension may
resuft. Concomutant use of hithwm and verapamil may result in an increased sensitivity to lithium
(neuratoxicity), with eithet Ao change of af inerease i serum fnfium levels, however, it may also
result in 3 lowening of serum kthium levels. Patieats recenving both diugs must be moattored
carefully. Verapamil may increase car zeping concenrations during combined use.
may reduce verapamil bioavalabirty, Phenobarbital may mncrease verapamil clearance. Verapamil
may increase serum lavels of cydospnm Verapamil may inhibit the: clearance and mcrease the
plasma levels of theophyline. Concomitant use of inhatation anesthetics and calcium antagonists
needs careful titration 10 avoid excessive cardiovascular depression Verapamil may potentiate the
acuvity of neuromuscular blocking agents curare-like and depolanizing). dosage reduction may be
reumu:d There was no evidence of a garcinogenic potential of verapamil administered to rats for
2 years: A stldy in rats.did not suggest a umorigenic potential, and verapamil was not mutagenic
in the Ames test. Pregnancy C € There ate no adequate and well-controlied studies in
pregnant women, This drug should be used during pregnancy. labae, and defivery only it clearly
needed. Verapami s excreled in breast milk; therefore, nursing should be discontinued during
verapamil use
Adverse Reactions; Constipation (7 3%), dizziness {3 3%), nausea (2.7%), hypotension (2.5%),
headache (2.2%), edema (19%}, CHF, pulmonary edema (1.8%). fatigue (1.7%), dyspnea [14%),
bradycardia. HR < S0/min’ (14%), AV block: total 19,2°3" (1. 21(-] 2° and 3° (0.8%), rash
(1.2%), fushing (06%). el d hver enzyme: ble non- tve paralytic leus The
following reactions, reported i 10% or less of patients, ocourred under conditions where a
causal relationship 1 uncertain angina pectons, atrioventricular dissociation, chest: pain, claudi-
caton, myocardial infacction, palpitations. putputa (vasculitis), syncope, diarthea, dry mouth,
gastrointestinal distress, gingival hyperplasia, ecchymosis or bruising, cersbrovascular accident,
confusion. equilibrium disorders, insomnia. muscle cramps, paresthesia, psychotic symploms,
shakiness, somnolence. arthraloia and rash, exanthema, hair loss, hyperkeratosis, macules,
sweating, urticana, Stavens-Johnson syndrome, erythema mutidorme; blurred vision, gynecomas-
tia, galactorrhealhyperprolactinemia. increased unnation, spolly menstruation, Impotence
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BECAUSE APPROXIMATELY 60% OF

PATIENTS WITH PERSISTENT ANXIETY
MAY EXHIBIT DEPRESSIVE SYMPTOMS..."

BuSpar 10ms

(buspirone HCl)

Now indicated

for the relief of
persistent anxiety
with coexisting
depressive
symptoms.*

A Anxiolytic efficacy demonstrated
in anxious patients with or without
coexisting depressive symptoms.’

A Relief of anxiety symptoms
begins within 1 week, progresses
steadily through the fourth week of
therapy.’

A Nonaddictive, no more sedation
(10%) than seen with placebo (9%).**

A The more commonly observed
untoward events include dizziness
(12%), nausea (8%), headache (6%),
and nervousness (5%).

Progressive
Relief of
Persistent
Anxiety.

*BuSpar is not indicated for the relief of primary depressive disorder.
Please see references and brief summary onadjacent page
©1992, Bristol-Myers Squibb Company, Princeton, New Jersey 08543, USA.  JK-107



BuSparsuspirone oy

References: 1. Data on file, Bristol-Myers Squibb Company. 2. Cohn JB, Bowden CL, Fisher JG, Rodos JJ. Double-blind comparison of buspirone and
clorazepate in anxious outpatients with or without depressive symptoms. Psychopathology. 1992,25:10-21. 3. Feighner JP, Cobn JB. Analysis of individual
symptoms in generalized anxiety—a pooled, muflistudy, double-blind evaluation of buspirone. Neurapsychobiofogy. 1989:21:124-130. 4. Lader M
Assessing the potential for buspirone dependence or abuse and effects of its withdrawal. Am J Med. 1987,82(suppt 54):20-26. §. Newton RE, Marunycz I,
Alderdice MT, Napoliello MJ. Review of the side-effect profile of buspirone. Am J Med. 1986:80(suppl 3B)17-21.

Contraindications; Hypersensitivity to buspirone hydrochloride. o
Warnings: The administration of BuSpar to a patient taking a monoamine oxidase inhibitor (MAOI)
may pose a hazard. Since blood pressure has become elevated when BuSpar was administered con-
comitantly with an MAOI, such concomitant use is not recommended. BuSpar shouid not be employed in
lieu of appropriate antipsychotic treatment. ]
Precautions: General — Interference with cognitive and motor performance: Although buspirong is less
sedating than other anxiolytics and does not ?roduce significant functional impairment, its CNS effects in
a given patient may not be predictable; therefore, patients should be cautioned about operating an auto-
mobile or using complex machinery until they are reasonably certain that buspirone does not affect them
adversely. Afthough buspirone has not been shown to increase alcohol-induced impairment in motor and
mental performance, it is prudent to aveid concomitant use with alcohol. )
Potential for withdrawal reactions in sedative/hypnotic/anxiolytic drug dependent patients: Because bu-
spirone will not block the withdrawal syndrome often seen with cessation of therapy with benzodi-
azepines and other common sedative/hypnotic drugs, before starting buspirone withdraw Ipatnents gradu-
ally from their prior treatment, especially those who used a CNS depressant chronically. Rebound or
withdrawal symptoms may occur over varying time periods, depending in part on the type of drug and its
elimination half-life. The withdrawal syndrome can appear as any combination of irritability, anxiety, agi-
tation, insomnia, tremor, abdominal cramps, muscle cramps, vomiting, sweating, flu-like symptoms
without fever, and occasionally, even as seizures. ) ) .
Possible concerns related to buspirone’s binding to dopamine receptors: Because buspirone can bind to
central dopamine receptors, a question has been raised about its potential to cause acute and chronic
changes in dopamine mediated neurological function (eg, dystonia, pseudoparkinsonism, akathisia, and
tardive dyskinesia). Clinical experience in controlled trials has failed to identify any significant neuroleptic-
like activity, however, a syndrome of restlessness, appearing shortly after initiation of treatment, has
been regorted' the syndrome may be due to increased central noradrenergic activity or may be
attributable to doj aminergic effects Xle, represent akathisia). . = o
Information for Patients - Patients should be instructed to inform their physician about any medications,
Bresqnptnon or nonprescription, alcohol or drugs they are now taking or plan to take during treatment with

uspirone; to inform their physician if they are pregnant, are planning to become pregnant, or become
pregnant while taking buspirone; to inform their physician if they are breast feeding; and not to drive a
car or operate potentially dangerous machinery until they experience how this medication affects them.
Drug Intsractions — Concomitant use with ofher CNS active dru%s should be approached with caution
(see Wamings). Concomitant use with trazodone may have caused 3- to 6-fold elevations of SGPT (ALT) in
a few patients. Concomitant administration of BuSpar and haloperidol resulted in increased serum haloperi-
dol concentrations in normal volunteers. The clinical significance is not clear. Buspirane does not displace
tightly bound drugs like phenytoin, propranolol, and warfarin from serum proteins, but may displace less
firmly bound drugs like digoxin. However, there was one report of prolonged prothrombin time when buspi-
rone was given to a patient also treated with warfarin, phenytoin, phenobarbital, digoxin, and Synthroid.
Carcinogenesis, Mulagenesis, Impairment of Fertility - No evidence of carcinogenic potential was
observed in rats or mice; buspirone did not induce point mutations, nor was DNA damage observed;
chromosomal aberrations or abnormalities did not occur, .
IPregndangy: Teratogenic Effects - Pregnancy Category B: Should be used during pregnancy only if clear-

needed.

ursing Mothers - Administration to nursing women should be avoided if clinically possible.
Pediatric Use - The safety and effectiveness have not been determined in individuals below 18 years of

age.
l?se,ir; the Elderly - No unusual, adverse, age-related phenomena have been identified in elderly patients
receiving a total, modal daily dose of 15 mg. . . o _ .
Use in Patients with Impaired Hepatic or Renal Function - Since buspirone is metabolized by the liver
and excreted by the kidneys, it is not recommended in severe hepatic or renal impairment.
Adverse Reactions (See also Precautions); Commonly Observed— The more commonly observed unto-
ward events, not seen at an equivalent incidence in placebo-treated patients, include dizziness, nausea,
headache, nervousness, lightheadedness, and excitement. o
Associated with Discontinuation of Treatment - The more common events causing discontinuation
included: central nervous system disturbances éSA%), primarily dizziness, insomnia, nervousness,
drowsiness, lightheaded feeling: gastrointestinal disturbances (1.2%), })nmanly nausea; miscellaneous
disturbances (1.1%), primarily headache and fatigue. In addition, 3.4% of patients had multiple com-
?Iaipts, none of which could be characterized as primary. !
Incidence in Controlled Clinical Trials - Adverse events reported by 1% or more of 477 patients who
received buspirone in four-week, controlled trials: Cardiovasgular. Tachycardia/palpitations 1%. CNS:
Diziness 12%, drowsiness 10%, nervousness 5%, insomnia 3%, lightheadedness 3%, decreased con-
centration 2%, excitement 2%, anger/hostility 2%, confusion 2%, depression 2%. EENT: Blurred vision
2%. Gastrointestinal: Nausea 8%, ?( mouth 3%, abdominal/gastric distress 2%, diarrhea 2%, constipa-
tion 1%, vomiting 1%. Musculoskefetal: Musculoskeletal aches/pains 1%. Neurological: Numbness 2%,
FarestheS|a 1%, incoordination 1%, tremor 1%. Skin: Skin rash 1%. Miscellaneous: Headache 6%,
atigue 4%, weakness 2%, swealing/clamminess 1%. )

Other Events Observed During the Entire Premarketing Evaluation - The relative frequency of all other
undesirable events reasonably associated with the use of buspirone in apPrommater 3000 subjects who
took multiple doses of the drug under well-controlled, open, and uncontrolled conditions is defined as
follows: Freguent are those occurring in at least 1/100 patients; infrequent are those occurring in 1/100 to
1/1000 patients; and rare are those occurrm?] in less than 1/1000 patients. Cardiovascular - frequent:
non-specific chest pain; infrequent: syncope, hypotension, he/penenswn; rare: cerebrovascular accident,
congestive heart fallure, myocardial infarction, cardiomyopathy, bradycardia. Central Nervous System -
frequent: dream disturbances, infrequent: depersonalization, dysphoria, noise intolerance, euphoria,
akathisia, fearfulness, loss of interest, dissociative reaction, hallucinations, suicidal ideation, seizures;
rare: feelings of claustrophobia, cold intolerance, stupor, slurred sggech, psychosis. EENT - frequent: tin-
nitus, sore throat, nasal congestion; infrequent: redness and itching of the eyes, altered taste, altered
smell, conjunctivitis; rare; inner ear apnormahly,'eye Paln, photophobia, pressure on eyes. Endocrine ~
rare; galactqrrhga, thyroid abnormality. Gastroinfestinal - infrequent: flatulence, anorexia, increased
appetite, salivation, irritable colon, rectal bleeding; rare: burning ‘of the tongue. Genifourinary — infre-

uent: urinary frequency, urinary hesitancy, menstrual lrregulan?y and spotting, dysuria; rare: amenor-
rhea, pelvic inflammatory disease, enuresis, nocturia. Musculoskeletal - infrequent: muscle cramps,
muscle spasms, rigid/stiff muscles, arthralgias. Neurological - infrequent: involuntary movements,
slowed reaction time; rare: muscle weakness. Refsp/rat‘on/—‘lnfrequent: hyperventilation, shortness of
breath, chest congestion; rare: epistaxis. Sexual Function — infrequent: decreased or increased libido;
rare: delayed ejaculation, impotence. Skin — infrequent: edema, pruritus, flushing, easy bruising, hair
loss, dry 'skin, facial edema, blisters; rare: acne, thinning of nails. Cfinical Laboratory - infrequent:
increases in hepatic aminotransferases (SGOT, SGPT); rare: eosinophilia, leukopenia, thrombocytopenia.
Miscelianeous - infrequent: weight gain, fever, roaring sensation in the head, weight loss, malaise; rare:
alcohol abuse, bleeding disturbance, loss of voice, hiccoughs. oy
Postintroduction Clinical Experience - Rare occurrences of allergic reactions, cogwheel rigidity, dyston-
ic reactions, ecchymosis, emotional lability, tunnel vision, and"urinary retention have been reported.
lI?ecaudset of the gncontrolled nature of these spontaneous reports, a causal relationship to BuSpar has not
een determined.
Drug Abuse and Dependence: Controlled Substance Class - Not a controlled substance.
Physical and Psychological Dependence - Buspirone has shown no potential for abuse or diversion and
there is no evidence that it causes tolerance, or either physical or psychological dependence. However,
since it is difficult to predict from experiments the extent to which a CNS-active drug will be misused,
diverted, and/or abused once marketed, physicians should carefully evaluate patients for a history of drug
abuse and follow such patients closely, observing them for signs of buspirone misuse or abuse
Seg, development of tolerance, incrementation of dose, drug-seeking behavior). .
verdosage: Signs and Symptoms - At doses approaching 375 mg/day the following symptoms were
abserved: nausea, vomiting, dizziness, drowsiness, miosis, and gastric distress. No deaths have been
reported in humans either with deliberate or accidental overdosage. :
Recommended Overdosage Treatment - General s¥mptomat|c and supportive measures should be used
along with immediate gasfric lavage. No specific antidote is known and dialyzability of buspirone has not
i omoits o, s P ibing Informati it
0r complete details, see Prescribing Information or consu
your Mead Johnson Pharmaceuticals Representative. Mﬂaﬂm mm
U.S. Patent Nos. 3,717,634 and 4,182,763 PHARMACEUTICALS
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Cognitive Therapy and Pharmacotherapy
for Depression: Singly and in Combination

ognitive therapy and imipramine hydrochloride

tricyclic pharmacotherapy, each singly and in com-

bination, were compared in the treatment of non-
psychotic, nonbipolar depressed outpatients. One hundred
seven patients were randomly assigned to 12 weeks of ac-
tive treatment; 64 patients completed the full course of treat-
ment. Rates of attrition were high but not differential. Cog-
nitive therapy and pharmacotherapy did not differ in terms
of symptomatic response, either in the primary analyses or
in secondary analyses restricted to more severely depressed
outpatients. Initial severity did predict response within phar-
macotherapy alone, but not within cognitive therapy. Com-
bining cognitive therapy with pharmacotherapy did not mark-
edly improve response over that observed for either mo-
dality alone, although such nonsignificant differences as
were evident did favor the combined treatment. Two pa-
tients died as a consequence of suicide attempts, both of
which involved study medication.

(1992;49:774-781) Steven D. Hollon et al, Department of Psy-
chology, Vanderbilt University, 306 Wilson Hall, Nashville,
TN 37240.
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Systolic Hypertension in the Elderly:
Pathophysiology and Management

solated systolic hypertension occurs with increased

prevalence in the elderly population. 1t is charac-

terized by reduced vascular compliance, often com-
bined with increased peripheral resistance. These changes
are not specific to patients with systolic hypertension, oc-
curring, perhaps to a lesser extent, in the normotensive
aging population as well. Systolic hypertension is asso-
clated with a risk of cardiovascular morbidity and mor-
tality that possibly exceeds that associated with systolic-
diastolic hypertension. However, until the recent report
of the Systolic Hypertension in the Elderly Program, the
benefit of treatment of this population was undocu-
mented. The Systolic Hypertension in the Elderly Pro-
gram demonstrated that lowering of blood pressure with
a diuretic, combined, when necessary, with a beta blocker,
reduced the rate of myocardial infarction and stroke. Other
agents may also be effective in lowering blood pressure,
although their ability to reduce cardiovascular morbidity
and mortality in this population remains to be docu-
mented. The results suggest that pharmacologic treat-
ment be considered for patients older than 60 years whose

Continued on page 16



® (indapamida) 2.5 mg tablets
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cmmnmuﬂﬂus Amria, hypersenstivity 1o indapamide or ather sulfonamide.
derived orugs
WARNINGS: infrequant cases of severs hyponatremia. acoompanied by hypokaiemia,
have been reparted scommended doses of indapamude primardy in
TPADTS were reversed by electrolyle replenishment (see
| Hypokalemsa occurs commanly with duretcs (see ADYERSE
| and electrolyte mondonng i essentsdl in general
T
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A safety profile that works in concert with other
antihypertensive agents

In limited controlled trials, no notable change in the nature
or frequency of adverse reactions was shown when LOZOL
was combined with other antihypertensives. LOZOL is well
tolerated and does not adversely affect lipids."* And unlike

Dyazide* or Maxzide.' there

¢ may be no increased risk of

hyperkalemia when LOZOL is used in combination with

ACE inhibitors.
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diuretic

(Caewm excrebon i decreased by durebics pharmacologicaly refated 1o indapamide
Serum concentrabons of caicium increased only shghtly with indagamide in long-term
stuties of hypertensive patients. indapamide may decrease serum PBI levels without
signs of thyrosd distrbance. Compicaons of hyperparathyrodism have not been seen
Descontinue before lests of parathyroid function are periormed

Thiazdes have exacerbated or actvated systemic lupus erythematosus. Consider s
possibity with indapamide

DRUG INTERACTIONS: LOZOL may a0d 1o or potentate the achon of ofher
wntiyperiensave drugs. The anbivypertengve effect of the drug may be enanced n the
postsympathectomized padent. Incapamioe may decrease arienal responsiveness 1
nocepmephning, but thes does not precluce te us of norepmephinne

In mowse ang ral Metime carcinogenicity studies, thers were no signrficant differences
in e incdence of lumors between Me indapamide-treated anmals ang the control
roups

Pregnancy Catepory B Darebcs cross the placental bamer and appear in cord blood
incaparmede shoudd be Lsed during pregnancy only f ciarly needed Lise may be
associated with fetal or neonatal pundice, thrombocyltopensa, and possbly other
adverse effects naf have occurred in adufts 1 is not known whether the darug is
excreted im human milk i use of the drug & deemed essensal the patient should stop
nursng

ADVERSE REACTIONS: Mos? adverse eftects have been mid and transient From
Phase f placebo-coniroded studes and long-term controlled clincal triaks, adverse
reactons with = 5% cumulative incdence: headache, dumness, fatgue, weakness, loss
of energy, lethargy, tredness or malaise, muscle Cramps of 5pasm of numbness of the
EXTEMibeS. Nervusness, lension, ritaiity of agtation; < 5% cumulave
nedence ighiheadedness, Growsiness, verbgo, insomnia, depression, blurred vision
constpabon, nausea, vomeng, diarrhea, gastric irtation, abdominal pain of Cramps
anorexsa, oringstabe hypotension, premature venincutar contrachons, irregular heart
beat. paipitatons, frequency of urinaton, nocturia, ptyuria, rash, hives, pruntus
VESCUIS, Impotence of reduced ko, rivnorrhea. flushing, hyperuncemia,
Pryperglycemea, hyponaireme, fiypochioremea, increase in serum BUN o7 creatining
qglycosuna, weght loss, dry moutn, finging of extremiies. Hypokalema with
concomitant cinical signs of Symploms occurmed in 3% of patients recening
ndapamioe 2.5 mg g0 and 7 of patents recenving indapamide 5 myg q.d. in long-
term: controlied cmcal trals companng te hypokalemic effects of dady doses of
indapamide and hydrochiorotiands, however, 4T of patiens recesang ndapamios
25 myg, 72% of patients recenving indapamid 5 mg, and 44% of pabents recenmng
1-,unrrnnrrmm\- 50 myg had 3t least one potassasm value (ot of 2 total of 11 taken
35 mEq/L On the indapamide 2.5 mg Group, over

INIAFAMI

PERFORMS WITH CONFIDENCE

ONCE A DAY

2Z5mg
TABLETS

* Dyazide gnamierene-hydrochlorothiaade ), a potassium-sparnng
is a registered trademark of SmithKline Beecham
Pharmaceuticals

+ Maxzide (trinmterene-hydrochlorothiazide ), a potassium-sparing
is i registered trademark of Lederle Laboratories.

Please see brief summary of prescnibing information bhelow

50% of those padents returned 10 normal Serum ptassium values winout interventon

preumonits). anaphytactc reactions, agranulocytoss,

apiastic anemia.

CAUTION: Federal (U.SA| law prohibits dispensing withoul prescriphon
Keap tighty closed. Store 3t room temperature. Avoid excessive heal
Dsperse in ight containers & defined in USP

See product circutar for full prescribing information. Revised. March 1382

nefemm % wngs.m-mmﬂﬁ Neiss ES, et & Long-tem ExpaTance vnn
Am 1983.106(1, Part 21:258-262. 2, Meyer-Sabeliek W, Gotz

Heitz J. ot al: Smurltopf lmudurmg terrveamwmrpeﬂersmm

Indapamide. Hypertension 1985 Suppl 4.3, Horgan JH, 0'Donovan A, Ti

K. Echocardhographic evalustion of kft ventricuar hunction n patients shawing an anti-

h-;arm.eﬂbrxnnc#m&t indapamide Postorad Med'J 1981: 37[Suppl
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FREEDOM FROM PAIN

Extra strength pain relief[‘{
free of extra prescribing |
restrictions.

B Telephone prescribing in most states
B Up to five refills in 6 months
B No triplicate Rx required

(hydrocodone bitartrate 7.5mg [Warning: May be habit forming]
and acetaminophen 750mg)

Extra strength pain relief
you can phone in.

' Data on file, Knoll Pharmaceutical Company
* Standard industry new prescription audit.

*(hydrocodone bitartrate 5mg [Warning: May be habit forming] and acetaminophen 500 mg)

©1992, Knoll Pharmaceutical Company V3087/10-92 Printed in U.S.A.
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Maintain control of your patient’s pain therapy.

a

INDICATIONS AND USAGE: For the relief of moderate to moderately severe pain. CONTRAINDICATIONS: Hypersensitivity to acetaminophen or hydrocodone. WARNINGS: Respiratory Depression: At hl‘];h doses or in sensitive patients,
hydrocodone may produce dose-related respiratory depression Head Injury and Increased Intracranial Pressure: The respiratory depressant effects of narcotics and their capacity to elevate cerebrospinal fluid pressure may be markedly
e:agqerated in lhe presence of head Injury, other intracranial lesions or a preexisting increase in intracranial pressure. Furthermore, narcotics produce adverse reactions which may obscure the dinical course of patients with head injuries.
Acute Ab :The tion of narcotics may obscure the diagnasis or clinical course of patients with acute abdominal conditions. PRECAUTIONS: Special Risk Patients: VICODIN/VICODIN ES Tablets should be used
with caution in elderly or debilitated patients and those with severe impairment of hepatic or renal function, hypathyroidism, Addison’s disease, prostatic hypertrophy or urethral stricture, Cough Reflex: Hydrocodane suppresses the cough
reflex; as with all narcotics, caution should be exercised when VICODIN/VICODIN ES Tablets are used postoperatively and in patients with pulmonary disease. Drug Interactions: Patients g other narcotic analgesics, antipsychotics,
antianxiety agents, or other CNS depressants (including alcohol) concomitantly with VICODIN/VICODIN ES Tablets may exhibit an additive CNS depression, The use of MAO inhil or tricyclic anti ants with hydrocodone preparations
may increase the effect of either the antidepressant or hydrocadane. The concurrent use of anticholinergics with hydrocodone may produce paralytic ileus. Usage in Pregnancy: Teratogenic Effects: Ple%eaan Category C. Hydrocodone has
been shown to be teratogenic in hamsters when given in doses 700 times the human dase. There are no adequate and well-controlled studies in pregniant women. VICODIN/VICODIN ES Tablets should used during pregnancy only if the
potential benefit justifies the potential nisk to the fetus. Nonteratogenic effects: Babies born 1o mothers who have been taking opioids rm;ular%« prior to delivery will be physically d dent. The withd | signs include imritability and
excessive crying, fremoars, hyperactive reflexes, increased respiratory rate, increased stoals, sneezing, yawning, vomiting, and fever Labor and Delivery: Administration of Vi ODIN/VICODIN ES Tablets to the mother shortly before deliver J
may result in some degree of respiratory depression in the newborn, especially if higher doses are used. Nursing Mothers: It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk an
because of the potential for sérious adverse reactions in nursing infants from VICODIN/VICODIN ES Tablets, a decision should be made whether to discontinue nursing or to dasmnnnue lhe drug, taking into account the importance of the drug
tothe mother Pediatric Use: Safety and effectiveness in children have not been established. ADVERSE REACTIONS: The most frequently observed adverse reactions include light-h . sedation, nausea These
effects seem to be more | in ambulatory than in mbulatory patients and some of these adverse reactions may be alleviated if the patient lies down. Other adverse reactions m(lud'.' Central Nervous System: Drowsiness,
mental clouding, Ietnarw impairment of mental and phys'cal per[u:rnanc{' aniety, fear, dysphoria, psychic d Jence d changes. Gastroi inal System: The are useful in supp g the nausea and
wmllirg which may occur (see above); however, some f d seem to be ar } and to increase the amount of narcotic required to produce pain relief, while other phenothiazines reduce the amaunt of narcotic
required to produce a given level of analpesia. Profnnged administration of VICODIN/ VILOD!N E5 Tablets may produce constipation. Genitourinary System: Ureteral spasm, spasm of vesical sphincters and urinary retention have been
reported. Respiratory Depression: Hl,-dmcod.une bitartrate may produce dose-related respiratory depression by acting directly on the brain stem respiratory center. Hydrocodone also affects the center that controls respiratory rhythm, and
may produce irrequiar and periodic breathing. If significant respiratory depression occurs, it may be antagonized by the use of naloxone hydrochloride. Apply other s ﬂl\m measures when indicated. DRUG ABUSE AND DEPENDENCE:
VICODIN/VICODIN ES Tablets are subject to the Federal Controlled Substance Act (Schedule [1l). Psychic dependence, physical dependence, and tolerance may develop Revised March 1992 5890
wpuatc-dddmmlm-!tmn of narcotics, therefore, VICODIN/VICODIN ES Tablets should be prescribed and administered with caution. OVERDOSAGE: Acelammophen&i ns and - e

: In acute acet phen overdosage, dose-dependent, potentially fatal hepatic necrosis is the most serious adverse effect. Renal tubular necrosis, hypoglycemic
coma, and thrombocytopenia may also occur, Early symptoms following a potentially hepatotoxic overdose may include: nausea, vomiting, diaphoresis and general malaise
Clinical and laboratory evidence of hepatic toxicity may not be apparent until 48 to 72 hours post-ingestion. Hydrocodone Signs and Symptoms: Serlous uverdost.' with
hydrocodone is characterized by respiratory depression (a decrease in respiratory rate andfor tidal volume, Cheyne-Stokes respiration, (cyanosis), extreme somnolence p Knoll Phar tical C y
ing to stupor or coma, skeletal muscle flaccidity, cold and clammy skin, and sometimes bradycardia and hypotension. In severe overdosage, apnea, (l'(ulatnry(uilapw cardiac 30 Morth Jefferson Aoad
armest and death may occur. Whippany, New Jersey 07881

BASF Group knoll
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SAY I'T WITH

MANUAL OF STYLE

The one to consult

hether it's a multi-volume work or a short article,
you'll find the urite stuff in the AMA Manual of Style.

This 8th Edition, a major revision, is the standard among
medical publishers. All major aspects of manuscript prepara-
tion are covered in five sections which outline: ® Preparing
an article for publication @ Style ® Terminology ® Mea-
surement and Quantitation ® Technical Information and
Bibliography.

You'll find everything you need to make your article a
success including: ® Legal and Ethical Matters ® Grammar
® Punctuation ® Word Use ® Foreign Words and Phrases
® Diacritics ® Abbreviations ® Units of Measure ® Num-
bers and Percentages ® Mathematics ® Statistics ® Produc-
tion and Printing Terms ® Editing and Proofreading Marks
® Eponyms ® Nomenclature ® Greek Alphabet ® Virus
Names @ SI Units and Conversion Tables ® Expanded Col-
lection of Graphs and Charts ® Bibliography ® Resources
for On-Line Databases.

Next time you have a question about making your
medical writing more clear, concise and
accurate, be ready with one simple answer — |
the AMA Manual of Style. Order your
copy today!

1988/377 pp/ 4351-X/$28.95

Want it faster? Call FREE
1-800-638-0672 from anywhere in the U.S.

Yes, send me ___copies of AMA Manual of Style (4351-X) at $28.95
per copy. If not completely satisfied, | may return the book within 30 days at
no further obligation (US only).

Payment Options

Save postage and handling charges by enclosing your payment

O Check enclosed O Billme 0O VISA 0O MasterCard 0O Am Ex

Card # Exp. Date

Signature/P.0. #

Name

Address

City /Stale/ Zip
Willlams & Wilkins 428 East Preston Street, Baltimore, MD 21202
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W (isosorbide mononitrate) 20 mg tablets
BRIEF SUMMARY (FOR FULL PRESCAIBING INFORMATION AND PATIENT INFORMATION . SEE PACKAGE CIRCULAR |

Indications and Usage Isma is indicated for prevention of angina pectoris due 10 coronary artery disease

The onset u1 action is not rapid ennuqh for it to be useful in aborting an acute anginal episode

Clinical Ph logy ale is the major active metabolite of isosorbide dinitrate; most

ol the climcal activity of the dinitrate comes Irnrn the monumtrm Ismo is not subject to first-pass

metabolism in the liver and the abisolute bi lab ate from Ismo tabiets is nearly

100%. The rate of clearance of Ismo is the same in heallnv young adults, in patients with various degrees of

renal, hepatic, or cardiac dystunction, and in the elderly

Several well-c studies have d that active nitrates were indistinguishable from placebo

after 24 hours (or less) of continuous therapy due to the development of tolerance Only after mitrates are

absent from the body for several hours is their antianginal etficacy restored

The drug-free interval to avold o bid 15 nal ¢ defined The

only regimen shown to avoid deveiopment of tolérance with isosorbide mononitrale invoives two daily

doses ol lsmo tablets given 7 hours apart, so there is a gap of 17 hours between the second dose of each day

and the first dose of the next day. Taking account of the refatively long hall-lite of isosorbide monanitrate this

resull is consistent with those obtained for ather arganic nitrates

The same twice-dally regimen of Ismo tablets successtully avoided significant rebound withdrawal effects

In studies of other mirates, the incidence and magnitude of such phenomena appear to be highly dependent

upon the schedule of nitrate admmistration

Contraindications Allergic reactions are extremely rare. but do occut. smo is contraindicated in patients

allergic to it

Warnings Because the effects of Ismo are difficull 1o terminate rapidly and have not been established in

patients with acute myocardial infarction (Mi) or congestive heart tailure (CHF), this drug 15 nol recom-

mended in these patients. If Ismo is used in these patients. careful clinical er hemodynamic monitoring is

required to avoid the hazards of hypotension and fachycardia

Precautions GENEFIAL Severe hypotension, particutarly with upright posture, may occur with even small

doses. Therefore, use with caution in patlents who may be volume oepleted or who are already hypolensive

Paradaxical bradycardia and increased angina pectons may accompany Ismo-induced hypotension

Nitrates may aggravale angina caused by hypertrophic cardiomyopathy

INFORMATION FOR PATIENTS Tall patients they must ully follow the dosing (H

doses taken 7 hours apart) to maintain the antianginal effect (2g, take first dose on awakening and second

dose 7 hours later)

Daily headaches sometimes accompany treatment with nitrates, inciuding Ismo. and are a marker of drug

activity, Pafients with headaches &hnuld nof alter their trealment schedule since loss of headache may be
with loss ol eflicacy. Headaches may be treated with aspirin and/or

acetaminophen without affecting :I:e antianginal activity of Ismo

Light-headedness on standing, especially just affer rising from a recumbent or seated position, may occur

This may be more frequent in patients who have consumed alcohol

ORUG INTERACTIONS Vasodilating eflects ol Ismo may be additive with those ol other vasodilators,

especially alcohol

Marked symp otthostatic has been reported when calcium channel blockers and

organic nitrates were used in combination Dose adjustments of either class of agents may be necessary,

CARCINOGENESIS, MUTAGENESIS, AND IMPAIRMENT OF FERTILITY No carcinogenic elfacls were

observed in mice or rats exposed to oral Ismo. nor were adverse effects on rat tertility observed

No mutagenic 3ctivity was seen in in Wilro of in vivo assays

PREGNANCY CATEGORY C Ismp has been shown fo have embryocidal effects in rats and rabbits at doses at

ieast 70 times the maximum human dose. There are no ad and well-c studies in p

womer Usa during pregnancy onty it potential benefit |ustmes potential fetal risk

NURSING MOTHERS Excretion in human milk is unknown Lise caution if administered 10 a nursing woman

PEDIATRIC USE Safety and etfactiveness have nol been established

Adverse Reaclions Frequency of Adverse Reactions {Discontinuations)® Occutring in 1% of Subjects
6 Controlled U.S. Studies 92 Clinical Studies
Dose Placebo 20 mg (varied)
Patients 204 219 1344
Headache 9% (0%) 38%  (9%) 19% (4.3%)
Di 1% (0%) 5% (1%) 3% (0.2%)
Nauses, q <1% (0%) 4%  (3%] 2% (0.2%)

*Some individuals discontinued tor multiple reasons
Fewer than 1% of patients reported each of the following {in many cases a causal relationship is uncertain)
Cardiovascular, angina pectoris, arthythmias, atrial fibriliation, hypotension, palpitations, poestural hypo-
tension, premature ventricular contractions, supraventricular tachycardia, syncope. Oermatologic; pru-
ntus. rash. Gastromiestinal, abdominal pain, diarrhea, dyspepsia. Ienusfnus Tooth disorder, vomiling
imnary, dysuria 2. urinary frequency. M: . blurred vision, cold
sweal, diplopia, edema, rnalalsa nach ngors. Musculosk annrain-a M gic. agita-
tion, anxiety, conf y Increased appetite, insomnia_ ner-
vousness. mightmares Reswrirarr bronchitis, pneumuma upper respiratary fract mll.'cllun
Rarely, ordinary doses of organic nitrales have caused methamog in normal
|See Overdosage).

Overdosage The ill effects of overdosage are generally refated to the abifity of Ismo to induce vasadilation,
venous pooling. reduced cardiac output and hypotension, Symptoms may include increased intracranial
pressure, with any or all of p and mod fever, vertigo, palpita-
lions, visual disturbances, nausea and vomiting [possmly with coiic and even bloody diarrhea); syncope
(especially with upright posture), air hunger and dyspnea. later followed by reduced ventilatory ehort,
diaphoresis, with [he skin either flushed or cold and clammy. hearl block and bradycardia. paralysis, coma,
sgizumes and death
Serum levels have no role in managing overdose, The likety lethal dose in humans is unknown
There 1s neither a specific antidote to Ismo overdose, nor data to suggest a means for accelérating its
slimination from the body, dialysis is ineflective. Hypolension associated with Ismo overdase results from
and arterial .-direcl therapy toward an increase in central fluid voi-
ume. Use of arterial ictors |eg o ) Is likely 10 do more harm than good. In patients with
renal disease or CHE. treatment of Ismo overdose may be ditficult and require invasive monitoring
Methemoglobinemia has occurred in patients receiving other organic nitrates, am probably could ocour as
a side effect of Ismo. There are case reports of sig with
overdoses ol organic nitrates, None of the affected patients had been lhounhl !n be unusually susceptible.
Suspect the diagnosis in patients wha exhibit signs of impaired oxygen delivery despite adequate cardiac
outpul and adequate arterial pO, Classically, methemoglobinemic blood is chocolate brown. without color
change on exposure to an. The treatment of choice for I5 bive, 1-2 mg/kg
intravenously
DOSAGE AND ADMINISTRATION The recommended regimen of Ismo tablets is 20 mg (one tablel) twice
daly, with the two doses given 7 hours apart. For most patients. this can be accomplished by taking the first
dose on awakening and the second dose 7 hours later. This dosing regimen nmm; a daily nitrate-free
interval to avoid the of refractory (see Clinical P ')
Weil-controlled studies have shown that tolerance to Ismo tablets is avoided when using the twice daily
regimen in which the two doses are given 7 hours apart This regimen has been shown to have antianginal
efficacy beginning | hour after the first dose and lasting at least 5 hours atter the second dose. The duration
(it any) of antianginal activity beyond 12 hours has not been studied. farge controlled studies with other
nitrates suggest that no dosing regimen should be expected 1o provide more than 12 hours of continuous
antianginal efficacy per day.
Dosage adjustments are not necessary in the elderly patients or in patients with altered renal or hepatic
function

This Brief Summary is based upon the current Ismo direction circular, CI 4127-1, Issued January 10, 1992
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Coming in ssue
¢ Monthly frequency o All ad sizes
» Targeted audience * Introductory offer discounts

Find out first-hand the pulling power of classified advertising in the Specialty
Journals of the AMERICAN MEDICAL ASSOCIATION. The Archives of Family
Medicine reaches over 80,000 office- and hospital-based physicians. If you need a
FP, GP or DO contact us to learn more about this exciting new source of recruiting.

Mail us, or FAX (813-445-9380) us your ad copy for a price quote. You'll find adver-
tising in Archives of Family Medicine is surprisingly affordable. The January 1993
issue closing date is November 25th. Act today!

TAKE ADVANTAGE OF OUR INTRODUCTORY
CLASSIFIED ADVERTISING OFFER!

ARCHIVES

OF

FAMILY MEDICINE

Classified Department
P.O. Box 1510, Clearwater, Florida 34617
Toll Free: (800) 237-9851 « Local: (813) 443-7666 = FAX: (813) 445-9380

For overnight delivery: 1001 S. Myrtle Ave., Ste. 7, Clearwater, Florida 34616



Lilly Research Laboratories
introduces a new oral antibiotic class

THE FIRST CARBACEPHEM

A STEP BEYOND...




NEW CLASS

LORABID ;o0

[ORACARBLF @
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IEWCLAS

A new carbacephem.

Combination of benefits.

m Efficacy

m Excellent pharmacokinetic profile
m Safety/tolerance

m B.LD. DOSING CONVENIENCE

Available in 200-mg Pulvules®



A broad range of clinical indications

5" Cons:stent clinical efficacy' at the end of treatment
the mild to moderate adult infections
U see most often

Secondary bacterial infection of
acute bronchitis

. pneumoniag, H. influenzae (including f-lactamase-producing strains), and
js (including fi-lactamase-producing strains).

terial exacerbations of

chitis
iae, H. influenzae (including p-lactamase-producing strains), and
ding [i-lactamase-producing strains).

iae and H. influenzae (non--lactamase-producing strains only).

te maxillary sinusitis

Fneumanfae H. influenzae (non-f-lactamase-producing strains only), and M. catar-
(mc uding f-lactamase-producing strains). Note: In a patient population with significant
bers of -lactamase- producm? organisms, loracarbef's clinical cure and bacteriological
alication rates were somewhat less than those observed with a product containing a -

mase inhibitor. Lorabid's decreased potential for toxicity compared to products containing
amase inhibitors along with the susceptibility patterns of the common microbes in a given
praphic area should be taken into account when considering the use of an antimicrobial.

; ltls/ tonsillitis

Note: The usual drug of choice in the treatment and prevention of

ctions, including the prophylaxis of rheumatic fever, is penicillin administered
gLilar route. Lorabid is generally effective in the eradication of 5. pyogenes
arynx; however, data establishing the efficacy of Lorabid in the subsequent
pumatic fever are not available at present.

omplicated pyelonephritis

' . / Uncomplicated urinary tract infections

Due to E. coli and S. saprophyticus. Note: In considering the use of Lorabid in the treatment
of cystitis, Lorabid's lower bacterial eradication rates and lower potential for toxicity should
be weighed against the increased eradication rates and increased potential for toxicity

N= 84% cured demonstrated by some other classes of approved agents.
201) 6% improved

0 / Uncomplicated skin and
skin structure infections
. Due to §. aureus (including penicillinase-producing strains) and S. pyogenes.
Com’ng soon 67% cured

‘!3? 26% improved

in a SuspenS’on See brief summary of prescribing information on adjacent page.




NEW CLASS

LORABI

A STEP

[ORACARBEF ===@®

BEYOND...

Reference
1. Data on file. Lilly Research Laboratories
| m ™ Adverse Reactions: Most adverse reactions in clinical trials were mild and ~ Clinical Studies:
Md transient. Only 1.5% of patients discontinued because of drug-related Llullhl[ )ve ,E-Lm Inhibltor (C) In Acute Otitls Media ( wﬁ%
reactions, the most comman of which were diarrhea, abdominal pain, and of acute otitis media performed in a population a
200-mg Pulvules® skin rashes, significant Hichvaos of B-lactamase-producing uruanlsms compared
Briof Summary. Consalt the package Insert for complate prascribing  FLERIEEE ICrabIOQIEICHNER veSponse ciere at 1 0.1 16-08y postineaoy
Information. mnTr:,||';:I=:?:; DLt fofowho scyered evetits Wt J653 Hian 195, dacess. &8 r::lllignw up( he mlm& presumptive bacterial eradication/clinical cure
elslulnmtlnll Dlannua 4.1%; nausea, 1.9%:; vomiting, 1.4%;  OUlCOMES (Success were obtained.
Indications and Usage: Lorabid is a synthetic A-lactam of the 4% an Pathogen % Dueto Pathogen (N=204)  Success Rate
carbacephem class for oral Lorabid is indicated in the ruﬂlllﬂl‘l Skln rashes {1.2%), urticaria, pruritus, and erythema 5. pneumoniae 42.6% "39,."""'"““ c
lnlromnu mild to modmte infections caused by susceptible strains of mu rma System: Headache (29%) H infiuenzae %;& hﬁle&ﬂmfc
m: 9%), 8, ne ¥
mwﬁ" muﬂm&umumawsmmm o B e _ prmum 6.4% Lequivalent1oC
smlns] o “o f e (inclu ,, acta -p ing m ';n'uw Transient th yiop f Ove 100.0% L 12% lessthan C
0B and eosino) - The incidences of the most common adverse events were clinical
A ‘P'"W' cing W““E’- of Chronie Bronchilis caused by S. Mwlh : Transient elevations ig SﬁgaSGUY and alkaline phosphatase. :r":u%{;m" significantly higher in the cantrol group versus me;armm?i
iae, M. i g 5 lamrrme-prmu:lnn strains}, or Cardiovascular System: \.‘asodl
[ 'Iinducﬁnu - ducing strains). Sentouriary:Vagnis (1 3% Vagii moniiasis (1.1%) o Loragarbet O
onia caused by S. pneumoniae or H mﬂwnae {non-g-lactamase- Rash® 8% 15%
roducing strains only). The ln:moas of several adverse events were significantly different in the
Otitis Media* caused by S. pneumoniae, H. influenzae (including R~ pediatric population versus the adult population respectively as follows:  Primarily in the diaper area in young children.
lactamase-| Eroducrng strains), M. ( cluding B rrhea g v5 3.6%); nausea (0.0% vs 2.5%); vomiting (3.3% vs 0.5%),
prod anorexia (2.3% vs. 0.3%); headache %0.9'!- V8. 3.2%); somnolence (2.1% vs Loracarbef (L) vs Amoxicillin (A) in Acute Otitis Media (Europe
Acule lary Mh' caused by 5. influenzae (non-B-  0.4%); rhinitis (6.3% vs 1.6%); rash (2.9% vs 0.7%). Efficacy: A study of acute otitis media perlnrmad ina nnnulailnn with a

lactamase-producing strains only), or M. catarrhalis (including B+

factamase-producing strains)

*In a patient population wltn sqpmh:ant numbers of g-lactamase-
producing organisms, loracarbet’s clinical cure and bacteriological
eradication rates were somewhat l2ss than those observed with a product
containing @ B-lactamase inhibitor, Lorabid's decreased potential for toxicity

o g B-lactamase inhibitors a{ong with the

susceplibility patterns of the in a given g hic area
should be taken into account whan g the use of an antimi
ee Clinical Studies section).
and Tonsillitis caused hTS pyogenes. (Theusual drug of choice
in the treatment and prevention of streptococcal infections, including the

rophylaxis of rheumatic fever, is penicillin administered by the
tramuscular route. Lorabid is nmrajn effective in the eradication of 5.
gwanesfro m the nasopharynx; however, data establishing the afnl:acy nI
‘abid in the subsequent prevention of rheumatic fever are not available

Unuui' cated Skin and Skin Struciure Infections caused b
Staphylococeus aureus (including penicillinase-producing strains) or
pyogenes. Abscesses %r;cnulﬂhasurnlcally drained as clinically mdlr:afan 9

B-Lactam Antimicrobial Class Labeling:
Although nni observed in Lorabid clinical trials, the following have been
rannrm in nts treated with g-lactam antibiotics
rmns—.ln hylaxis, Stevens-Johnson syndrome, serum-
smkmss-lm reactions, aplastic anemia, hemolytic anemia, hemorrhage,
agranulocytosis, toxic eplde!mal is, renal d D Io:lc
ropathy. and hepatic and seizu
Laboratory Tests—Increased prothrombin time, nusllm duect
Gwmns test, elevated LOH, pancytopenia, and neutrapenia

Overdosage: Hemodial

is has been shown to be effective in hastening the
elimination of loracarb

from plasma in patients with chronic renal failure.

lower incidence of S-lactamase-produci

ganisms than that usually seen
m I.IS trials compared loracarbef to amox ||I|n Using

strict evaluability

nd microbiologic/clinical se criteria at the 10- to posttherapy
iuilow -up, the following presumptive bamml ur:dlcaﬂun!cllnlcal cure
outcomes (success rmg were obtai
Pathogen Due to Pathogen (N = 281) Success Rats
S pneumoniae 51.5% L equivalent to A
H. influenzae 29. L 14% greater than A
M. catarrhalis 15.8% L 31% greater than A
S.p) 34% L equivalent to A
Overal 100.0% Lmummttoa

Loracarbel (L) vs Doxycycline I’mmm Maxillary Sinusitis (Eu

rﬁcacynstudyutmman sinusitis performed in a popu onwtn

Infections (cystitis) caused by E: colf

prophyticus®.
MUTE 1|| consideri lhe use ul Lorabid in the treatment of cystitis, Lorabid's
lower bacterial ';Fcalmn rates and lower potential for toxicity should be
‘weighed against the increased eradicafion rates and increased potential for
toxicity demonstrated by some other classes of approved agents (see Clinical

Studies section). b oo
Pyslonephritis caused by . coll
*Although of infections due to this in this organ system
dh d a clinically ibie overall etticacy was studied in

fewer than 10 infections.
lenlnﬂedlnl: knawn allergy to loracarbef or cephalosporin-class antibio-

WI rnings: Bi itivity can occur among B-lactams,
Lorabid should be nwen cautmus.y to pnnmnlm -sensitive patients and
discontinued If an allergic reaction occurs.

Pseudomembranous colitis has been reported with nnam all a.nnhamrual

alower incidence of g-la -grudu:l ng organisms than that usually seen
in US trials :ampmd Iuracar ef with do;y: IlmI UsI:n wvery strict
Dosage and Administration: Lorabld s administered orally either at least 1 &valuabill lsinus 2mmciure} criteria and microl olnn e!c nical response
criteria at ostther; ow-up, the presumptive
SEK priat o Sei Ul it kL L 00! ahiks eating lcmmcll cure eu‘rggmas success rms re ohmmnd
Pathogen % Due to Pathogen (N =210}
8 47 6% LequivalenttoD g
Population/infection Dosage (mp) Duration (days) H. 41.4% L equivalent to
M. catarrhalis 11.0% L equivalent to D
Adults (=13 years) Gverall 100.0% quuhraimtwﬂ
Secondary Bacterial Infection  200-400q12h 7
of Acute Bronchitis Loracarbef (L) vs mm (C) in Uncomplicated Cystitis Stud
Acute Bacterial Exacerbation  400q12h 7 Er! A study of cystitis cnmpalud Iumarbal' w cefaclo ug
of Chronic Bronchitis uability cnuma anﬂ crobiglogic/clinical response criteria at th
Pneumonia 400q12h 14 o 9~day posttherapy follow-up, the following bacterial eradication rates were
obtaiped:
Pharyngitis/Tonsillitis E‘mm!h 10 Pathogen % Due to Pathogen (N=186)  Eradication Rate
Sinusitis 400q12n 0 E.col T7.4% L 4% greater than C
(See Clinical Studies and Indications and Usage for further L= J
nformation;) Oter major 125% LoquimirttoC
Uncomplicated Skin and 200q12h 7 <
Skin Structure Infections 8 saprapﬂymus 3.8% L equivalentto G

agents and should be considered in
associated diarrhea.

Precautions: Lorabid may be administered to patients with

200 g24h 7
(See Chnh:al Stuﬂmsand Indications and Usage for further

function. Total daily dosage should be reduced in patients with known or
suspected ranal impalrmen® because of the possibility of high and/or
prolonged plasma concentrations.

mn!ﬂymf should be given cautiously o patients receiving diuretics con-

Prolonged use may result in overgrowth of nonsusceptible

Loracarbef should be given cautiously to patients wit
Renal excretion of g-lactams is inhibited by probenecid and resulted in
about an BO0% increase in the AUC for loracarbet,
and etfectiveness have not been determined in pregnancy, lactation,
and infants under 6 rno«lhs of age. Caution should be exercised in prescribing
Lorabid for these
In geriatric patients whn recelved the usual recommended adult doses in

information. )
renal yelonep 400g12n 14
Infants and CNIIrln{lmh!mab
Acute Dtitis Media* o m m’daj' 12h 10
(5ee Clinical Studies and Indications anﬂ Usnae for turther
a history of colitis. Pharyngitis/Tonsillitis ,&W‘“’ 1121: 10
doses;
Impetigo qi2h 7
e fdh‘ ‘H::zsi
*Clinical studlus of otitis media were cond d with the
for only. T the capsule should not be substituted for ths

clinical studies, efficacy and safety were comparabie to results in
adult patients,

Lorabid™ (loracarbef)

suspension in the treatment of ofitis media.
Lorabid ™ (loracarbef)

Loracarbel (L) vs Quinolone (Q) in Uncomplicated Cystitis (Europe)
Efficacy: A study of cystitis red loracarbef with an oral quinolone.
Using very strict evaluability criteria and microbiologic/clinical response
criteria at the 5- to 8-day posttherapy follow-up, the following bacterial
aladr::uari rates were obtained:
0gen

%DucmPalnngen;Nﬂ )  Eradication Rate
E. colf E?%gﬁt}hﬂu
Othe 0 10.1% 32% less than O
pniv {L=50%
PV 2731 AMP [032582]
Adaditional information available to the, ion on request from EN Lilly and
iy )
Eli Lilly industries, Inc
% Carolina, Puerto Rico 00985
A Subsidiary of Eli Liltly and Company
apolis, Indiana 48285

Lorabid™ (loracarbef)

LO-4001-T-249319 PRINTED IN USA  © 1982, ELI LILLY AND COMPANY



SUPRAX

Maintains Inhibitory
Concentrations
Above MICs for
Virtually 24 Hours*

For B-lactam antibiotics...

In order to achieve an optimal
antibacterial effect, antibiotic
concentrations must exceed
the MIC,, for the majority of
the dosing interval.’

*Although a useful guide, in vitro
activity does not necessarily
correlate with clinical response.

Cefixime 400 mg q24h serum levels v MIC, for respiratory pathogens®**

10.00

= B Cefixime

s 400 mg q24h

E 1.00

g

g __"MIC. of Streplococcus pneumoniae (0.25) =

3

5 010

O | e et T il e P —— L g . FLgr g S ety e S et

Haemophilus inflvenzae (<0.06)

H 8 12 16 20 2
Time (hours)

"MIC,, values from Jones and Barry.*



COVERS DAY AND NIGHT

In Bronchitis:

Excellent Clinical Results®

M In a surveillance study of over
9600 patients, SUPRAX cured or

improved 95% of patients*!

Acute Bronchitis

YR %

‘» W

Cured or improved
(n=8,127)

Acute
Exacerbations of
Chronic Bronchitis

99”

Cured or improved
(n=1,322)

'Due to indicated susceptible organisms.

ONCE-A-DAY

SUPRAX

cefixime/lLederle
400 mg Tablets

U ) R Y (AT ST I D O O ) (1 ) (50 ) ) 0

24 °HOUR POWER

SUPRAX is administered as a single dose, once a day, or if
preferred, in equally divided doses twice a day.

Please see brief summary of Prescribing Information on
adjacent page.

7508-2



ONCE-A-DAY

UPRAX

cefixme/LLederle

400 mg Tablets
SEEEENENNEENENEEEENEEEEE

24 HOUR POWER

References:

1. Ebert SC, Craig WA. Pharmacodynamic properties of antibiotics: application to

drug monitoring and dosage regimen design. Infect Control Hosp Epidemiol.
1990;11(6):319-326. 2. Schentag JJ. Phamacokinetic profiles as predictors of
therapeutic success. In: Respiratory Infections: Therapeutic Considerations in a
Dynamic Environment. Lederle Laboratories; 1990. Data on file. Lederle Laboratories,
Pear! River, NY. 3. Jones RN, Barry AL. Antimicrobial activity, spectrum and
recommendations for disk diffusion susceptibility testing of ceftibuten (7432-S; SCH
39720), a new orally administered cephalosporin. Antimicrob Agents Chemother.
1088;32(10):1576-1582. 4. Data on file. Lederle Laboratories, Pear! River, NY.

Brief Summary
SUPRAX® cefixime

Please see package insert for full Prescribing Information.

INDICATIONS AND USAGE
Otitis Media caused by Haemophilus influenzae (beta-lactamase positive and negative strains),
Moraxella (Branhamelia) catarrhalis {most of which are beta-lactamase positive), and Streptococcus

pyogenes.”
Note: For information on otitis media caused by Streptococcus pneumoniae, see CLINICAL
STUDIES section.

Acute Bronchitis and Acute Exacerbations of Chronic Bronchitis caused by Sp

SUPRAX® cefixime

Symptoms of pseudomembranous colitis may occur during or after antibiotic treatment and may range
in severity from mild to life threatening. Mild cases usually respond to drug discontinuation alone.
Moderate-to-severe cases should be managed with fluid, electralyte, and protein supplementation.
When the colitis is not relieved by drug discontinuance, or when it is severe, oral vancomycin is the
drug of chaice for antibiotic-associated pseudomembranous colitis produced by C difficile. Other
causes of colitis shouid be excluded.

PRECAUTIONS
General: Prolonged use may result in avergrowth of nonsusceptible organisms. If superinfection
accurs, take appropriate measures.

Carefully monitor patients on dialysis. Adjust dosage of SUPRAX in patients with renal impairment
and those undergoing continuous ambulatory peritoneal dialysis and hemodialysis. (See DOSAGE
AND ADMINISTRATION in package insert.)

Prescribe cautiously in patients with a history of gastrointestinal disease, particularly calitis.

Drug Interactions: No significant drug interactions have been reported to date.
Drug/Laboratory Test Interactions: A false-positive reaction for ketones in the urine may occur with
tests using nitroprusside but not with those using nitroferricyanide.

SUPRAX administration may result in a false-positive reaction for glucose in the urine using
Clinitest®,”* Benedict's solution, or Fehling’s solution. Use glucose tests based aon enzymatic glucose
oxidase reactions (such as Clinistix®** or Tes-Tape®**).

A false-positive direct Coombs test has been reported during treatment with other cephalosporin
annbnoncs therefore, it should be recognized that a positive Coombs test may be due 10 the drug.

M is, Impairment of Fertility: Although no lifetime animal studies have
been conducted to evaluate carcinogenic potential, no mutagenic patential of SUPRAX was found in
standard laboratory tests. Reproductive studies revealed no fertility impairment in rats at doses up to
125 times the adult therapeutic dose.

Usage in Pregnancy: Pregnancy Category 8: Reproduction studies have been performed in mice
and rats at doses up to 400 times the human dose and have revealed no evidence of harm to the fetus
due to SUPRAX.

There are no adequate and well-cantrolled studies in pregnant women. Because animal
reproduction studies are not always predictive of human response, this drug should be used during
pregnancy only if clearly needed.

Labor and Delivery: SUPRAX has not been studied for use during labor and delivery. Treatment
should only bs given if clearly needed.

Nursing Mothers: It is not known whether SUPRAX is excreted in human milk. Consider discontinuing
nursing temporarily during treatment with this drug.

Pediatric Use: Safety and effectiveness of SUPRAX in children aged less than 6 months have not
been established.

The incidence of gastrointestinal adverse reactions, including diarrhea and loose stools, in pediatric

and H influenzae (beta-lactamase positive and negative strains).

Perform culture and susceptibility studies to determine causative organism and its susceptibility 1o
EUPRAX Therapy may begin while waiting for study results and may be adjusted when results are

nown

Pharyngitis and Tonsillitis caused by S pyogenes.
Note: Penicillin is the usual drug of choice in the treatment of S pyogenes infections, including the
prophylaxis of rheumatic fever. SUPRAX is generally effective in the eradication ot S pyogenes from
the nasopharynx; however, data establishing the efficacy of SUPRAX in the subsequent prevention of
rheumatic fever are not available.

Uncomplicated Urinary Tract Infections caused by Escherichia cofi and Proteus mirabilis.
“Efficacy for this organism was studied in fewer than ten patients with otitis media.

CLINICAL STUDIES

In clinical trials of otitis media in nearly 400 children between the ages of 6 months and 10 years,
S pneumoniae was isolated from 47% of the patients, H influenzae from 34%, B catarrhalis from 15%,
and S pyogenes from 4%.

The overall response rate of S pneumoniae to cefixime was approximately 10% lower and that of
H influenzae or B catarrhalis approximately 7% higher (12% when beta-lactamase positive strains of
H influenzae are included) than the response rates of these organisms to the active control drugs.

in these studies, patients were randomized and treated with sither cefixime at dose regimens of
4 mg/kg bid or 8 mg/kg qd, or with a standard antibiotic regimen. Sixty-nine to 70% of the patients in
each group had resolution of signs and symptoms of otitis media when evaluated 2 to 4 weeks
posttreatment, but persistent effusion was found in 15% of the patients. When evaluated at the
completion of therapy, 17% of patients receiving cefixime and 14% of patients receiving effective
comparative drugs (18% including those patients who had H influenzae resistant to the control drug
and who received the control antibiotic) were considered to be treatment failures. By the 2-to 4-week
qullow-up, atotal of 30% to 31% of patients had evidence of either treatment failure or recurrent

isease.

Bacteriological Outcome of Otitis Media at 2- to 4-Weeks Posttherapy
Based on Repeal Middle Ear Fluid Culture or Extrapolation From Clinical Outcome

Cefixime(a) Cefixime(a) Control(a)
Organism 4 mg/kg bid 8 mg/kg qd drugs
Streptococcus pneumoniae 48/70  (69%) 18/22  (82%) 82/100 (82%)
Haemopbhilus influenzae
beta-lactamase negative 24/34  (71%) 13117 (76%) 23/34  (68%)
Haemophilus influenzae
beta-lactamase positive 177122 (77%) 912 (75%) 11(b)
Moraxella (Branhamella)
catarrhalis 26/31  (84%) 5/5 18/24  (75%)
Streptococcus pyogenes 5/5 . 3/3 6/7
Allsolates 120/162  (74%) 48/59 (81%) 130/166 (78%)

{a) Number eradicated/number isofated.

(b) An additional 20 beta-lactamase positive strains of H influenzae were isolated, but were excluded
from this analysis because they were resistant to the controi antibiotic. In 19 of these the clinical
course could be assessed, and a favorable outcome occurred in 10. When these cases are
included in the overall bacteriologicai evaluation of therapy with the controt drugs, 140/185 (76%) of
pathogens were considered to be eradicated.

Tablets should not be substituted for suspension when treating otitis media.

CONTRAINDICATIONS
Known allergy to cephalosporins.

WARNINGS

BEFORE THERAPY WITH SUPRAX IS INSTITUTED, CAREFUL INQUIRY SHOULD BE MADE
TO DETERMINE WHETHER THE PATIENT HAS HAD PREVIOUS HYPERSENSITIVITY
REACTIONS TO CEPHALOSPORINS, PENICILLINS, OR OTHER DRUGS. IF THIS PRODUCT IS
TO BE GIVEN TO PENICILLIN-SENSITIVE PATIENTS, CAUTION SHOULD BE EXERCISED
BECAUSE CROSS-HYPERSENSITIVITY AMONG BETA-LACTAM ANTIBIOTICS HAS BEEN
CLEARLY DOCUMENTED AND MAY OCCUR IN UP TO 10% OF PATIENTS WITH A HISTORY OF
PENICILLIN ALLERGY. {F AN ALLERGIC REACTION TO SUPRAX OCCURS, DISCONTINUE THE
DRUG. SERIOUS, ACUTE HYPERSENSITIVITY REACTIONS MAY REQUIRE TREATMENT WITH
EPINEPHRINE AND OTHER EMERGENCY MEASURES, INCLUDING OXYGEN, INTRAVENOUS
FLUIDS, INTRAVENOUS ANTIHISTAMINES, CORTICOSTEROIDS, PRESSOR AMINES, AND
AIRWAY MANAGEMENT, AS CLINICALLY INDICATED.

Administer cautiously 1o allergic patients.

Treatment with broad-spectrum antibiotics alters the normal fiora of the colon and may permit
overgrowth of clostridia. Studies indicate that a toxin produced by Clostridium difficile is a primary
cause of severe antibiotic-associated diarrhea including pseudomembranous colitis.
Pseudomembranous colitis has been reported with the use of SUPRAX and other broad-spectrum
antibiotics (including macrolides, semisynthetic penicillins, and cephalosporins). It is important to
consider this diagnosis in patients who develop diarrhea in association with antibiotic use.

[ receiving the suspension, was comparable to adult patients receiving tablets.

ADVERSE REACTIONS

Most adverse reactions observed in clinical trials were of a mild and transient nature. Less than four
percent {3.8%) of patients in the US trials discontinued therapy because of drug-related adverse
reactions. Commonly seen adverse reactions in US trials of the tablet formulation were gastrointestinal
events, which were reported in 30% of adult patients on either the bid or the qd regimen. Clinicaily mild
gastrointestinal side effects occurred in 20% of all patients, moderate events occurred in 9% of alt
patients, and severe adverse reactions occurred in 2% of all patients. Individual event rates included
diarrhea 16%, loose or frequent stools 6%, abdominal pain 3%, nausea 7%, dyspepsia 3%, and
flatulence 3%. The incidence of gastrointestinal adverse reactions, including diarrhea and loose
stools, in pediatric patients receiving the suspension was comparable to adult patients receiving
tablets.

Symptoms usually responded to symptomatic therapy or ceased when SUPRAX was discontinued.

Several patients developed severe diarrhea and/or documented pseudomembranous colitis, and a
few required hospitalization.

The following adverse reactions have been reparted following the use of SUPRAX. Incidence rates
were less than 1in 50 (less than 2%}, except as noted above for gastrointestinal events.
Gastrointestinal: Diarrhea, loose stoals, abdominal pain, dyspepsia, nausea, and vomiting. Several
cases of documented pseudomembranous colitis were identified during the studies. The onset of
pseudomembranous colitis symptoms may occur during or after therapy.

Hypersensitivity Reactions: Skin rashes, urticaria, drug fever, and pruritus. Erythema multiforme,
Stevens-Johnson syndrome, and serum sickness have been reported rarely.

Hepatic: Transient elevations in SGPT, SGOT, and alkaline phosphatase.

Renal: Transient elevations in BUN or creatinine.

Central Nervous System: Headaches 3%; dizziness.

Hemic and Lymphatic Systems: Transient thrombocytopenia, leukopenia, and ecsinophilia.
Prolongation in prothrombin time was seen rarely.

Other: Genital pruritus, vaginitis, candidiasis.

The following adverse reactions and altered laboratory tests have been reported for
cephalospoerin-class antibiotics:

Adverse Reactions: Allergic reactions including anaphylaxis, 1oxic epidermal necrolysis,
superinfection, renal dysfunction, toxic nephropathy, hepatic dysfunction, including cholestasis,
aplastic anemia, hemolytic anemia, hemorrhage.

Several cephalosporins have been implicated in triggering seizures, particularly in patients with
renal impairment when the dosage was not reduced (see DOSAGE AND ADMINISTRATION and
OVERDOSAGE). If seizures associated with drug therapy occur, discontinue drug. Administer
anticonvulsant therapy if clinically indicated

Abnormal Laboratory Tests: Positive direct Coombs test, elevated bilirubin, elevated LDH,
pancytopenia, neutropenia, agranulocytosis.

OVERDOSAGE
Gastric lavage may be indicated; otherwise, no specific antidote exists. Cefixime is not removed in
significant quantities from the circulation by hemodialysis or peritoneal dialysis. Adverse reactions in
small numbers of heaithy adult volunteers receiving single doses up to 2 g of SUPRAX did not differ
from the profile seen in patients treated at the recommended doses.
**Clinitest and Clinistix are registered trademarks of Ames Division, Miles Laberatories, Inc. Tes-Tape
is a registered trademark of Eli Lilly and Company.
Rev. 5/91
10753-91
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Under License of Fujisawa Pharmaceuticai Co., Ltd.,
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Hurricane Andrew destroyed

more than homes.

Andrew blew away the practices of nearly
1000 physicians.

Offices and equipment were flattened,
patient and financial records were destroyed,
and carefully nurtured careers were shattered
... all in a matter of hours. Now, the mam-
moth task of rebuilding southern Florida

is underway.

Many of your Florida colleagues need help
fast—their losses go far beyond what can be
covered by insurance or government assis-
tance. At the same time, their patients’ need
for skilled care is at a critical high.

The Florida Medical Foundation/Hurricane
Relief Fund has been established to help the
physicians who were hardest hit in the recent

American Medical Association

Physicians dedicated to the health of America

disaster. Your tax-deductible contribution
will directly benefit colleagues who are
facing the challenge of a lifetime.

The American Medical Association joins the
Florida Medical Association in appealing for
your help. Send your contribution—or
volunteer your services—but don’t hesitate.
Act now.

There is much to do, and no time to lose.

Send contributions payable to: Florida
Medical Foundation, Hurricane Relief
Fund, PO Box 2411, Jacksonville, FL
32203. Or contact the Florida Medical
Association, 904 356-1571.
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CARDIZEM CD

(diltiazem HCI)120- 180-, 240-, 300-mg Capsules

PROVEN 24-HOUR CONTROL
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CARDIZEM CD

(diltiazem HCl)120-,180-, 240-, 300-mg Capsules

PROVEN 24-HOUR EFFICACY




ng/mL

IN ANGINA AND HYPERTENSION*

24-hour control through a unique delivery system
designed specifically for diltiazem'

CARDIZEM CD provides 24-hour plasma levels similar to
those of Cardizem tablets tid at steady state’

350 .

|| Cardizem CD 360 mg once daily
B0 () Cardizem Tab 120 mg tid

250
200 =

150

100 7

50

B e e e e e e e e e R e e i L LR ) R
0 2 4 6 8 10 12 14 16 18 20 99 24
HOURS

One daily dose provides effective plasma levels'

* Cardizem CD is indicated for the treatment of hypertension. It may be used alone or in combination with other
antihypertensive medications. Cardizem CD is indicated for the management of chronic stable angina and ansina
due to coronary artery spasm.

T Patent pending.
Please see brief summary of prescribing information on adjacent page.



IN ANGINA
Reduces the frequency of angina attacks —through 24 hours'

g
3
<
2
o
&
3
2
Placebo  CardizemCD CardizemCD  Placebo  CardizemCD Cardizem CD
- (n=39) 120 mg gd 360 mg gd (n=39) 120 mg gd 360 mg ad
(n=37) (n=40) (n=37) (n=40)

* At rest and on exertion.

IN HYPERTENSION

Consistent antihypertensive effect seen throughout 24 hours®
100 = |
3
£ 90
2
=
8 &
&
=
0
g 70
(a]
g,

8am  11am 2 pm 5pm 8 pm 11 pm 2am 5am 8am
TIME OF DAY Adapted from Massie et al.2

* Overall study results (127 patients) show a significant mean change at 24 hours in
both diastolic (P=0.0075) and systolic (P=0.0009) blood pressure vs placebo?

* Cardizem CD average daily dose 268 mg/day

Unlike some once-a-day antihypertensives, titration to bid
dosing is not necessary with Cardizem CD

Please see brief summary of prescribing information on adjacent page.
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CARDIZEM CD

(d”tiazem wi@ ) 190-, 180-, 240-, 300-mg Capsules

EXCELLENT TOLERABILITY WITH
CONVENIENT DOSING




IN ANGINA AND HYPERTENSION

Extremely well tolerated’

CARDIZEM CD Placebo-Controlled
Angina and Hypertension Trials Combined

Cardizem CD Placebo
Adverse Reaction n=607 n=301
Headache 5.4% 5.0%
Dizziness 3.0% 3.0%
Bradycardia 3.3% 1.3%
AV Block First Degree 33% 0.0%
Edema 2.6% 1.3%
ECG Abnormality 1.6% 2.3%
Asthenia 1.8% 1.7%

In clinical trials of Cardizem CD capsules, Cardizem tablets, and Cardizem SR capsules
involving over 3200 patients, the most common events (ie, greater than 1%) were
edema (4.6%), headache (4.6%), dizziness (3.5%), asthenia (2.6%), first-degree
AV block (2.4%), bradycardia (1.7%), flushing (1.4%), nausea (1.4%), and rash (1.2%).

COMPLIANCE-ENHANCING ONCE-DAILY DOSING

——_—

fa—

—

—— e
=

120-mg 180-mg 240-mg 300-mg
capsules capsules capsules capsules

For angina or hypertensive patients, a recommended
starting dose:

* One 180-mg capsule daily
* If necessary, titrate to optimum response

LOWER PRICE

Based on average wholesale prices using equivalent
mg/day doses*:
* 35% lower cost than Cardizem® (diltiazem HCI) tablets for angina
— Cardizem tablets are available as 30, 60, 90, and 120 mg
* 25% lower cost than Cardizem® SR (diltiazem HCI) capsules
for hypertension
— Cardizem SR capsules are available as 60, 90, and 120 mg

Please see brief summary of prescribing information on adjacent page.




(diltiazem HC)

Brial Summary o

Prescribing Intormation as of Oclober 1992 (2)
CARDIZEM® CD

(diltiazem HCI)

Capsules

CONTRAINDICATIONS

CARDIZEM is contraindicated in (1) patients wilh sick sinus syndrome excepl in the presence of a functioning ventricular pacemaker, |2) patients with

second- of third-degres AV block excepl in the presence of a lunchioning ventricular pacemaker, (3) patients with hypotension (less than 30 mm Hg sys-

talic). {4} patients who have demonstrated hypersensitivity ko the diug, and (5) patients with acute myocardial infarction and pulmanary congestion docu-

mented by x-fay on admission

WARNINGS

1 Cardiac Conduction CARDIZEM prolongs AV node relractory periods without significanlly prosoging sinus ode rcavery fime, except in paients wilh sick
sins syndrome Thes effect may rarely result in abnormally slow heart rates {particutarly in pafients with sick sinus syndrome) or second- o thind-degree AV
black (13 0f 3,260 paiants or 0.40%). Concomitant use of diiaze wilh bet-blockers or digialis may fesullin additve eflects on cardiac conduction, A patiert
with Prinzmela’s angina developed periods of asysiole (2 to 5 seconds) afier a single dose of 60 mg of dilliazem.

2 Congestive Hearl Failure. Although diltiazem has a negative inotrapic effect in isolated animal fissue preparations, hemodynamic studies in

Iumans with normal venlricular function have nol shown a reduction In cardiat index nor conskstant riagative eftects on contractily (dp/dt), An acute

study of oral diliazem in patients with impaired vesiricular function (ejection rattion 24% 6%) showed improvement in indices of ventricular fung-

tion withaut significant decreasa in contractile function (dp/dl). Worsening of congestive heart failure has been reported in paients with preexisting

impairment of ventricular function. Expenience with the use of CARDIZEM (diltiazem hydrochioride) in combination with beta-blockers in patients wiih

impaired veniricular funchion Js limited. Caution shiould be exercised whan using this combination

Decreases in blood pressure associated with CARDIZEM therapy may occasionally result in symplomatic typotension

4 Acule Hepatic Injury. Mid slevations of fransaminases with and witholt concomitant elevation I alkaline phosphatase and biirubin have been observed
in chical shudies. Such elavalions were usually transient and requently resolved even with confinued diftiszem treament. In rar Instances, significant eleva-
fions in enzymes such a8 alkaline phosphatzse, LDH, SG0T. SGPT, and ofher phennmena consistent with aculs hepalic injury have besn noted. These reac-
lions tended 10 occur aarly afer therapy indishon (1 to B weeks) and have been reversible upon disconfinuation of drug therpy. The retabonship fo

mgﬁﬂu%ﬁ ;nﬁmn in some cases, but probabie in some. (See PRECALITIONS |

General

CARDIZEM (ditiazem hydrochioride) is exdensively mstabolized by the liver and excreted by the kidneys and in bile As with any drug
(iven ower prolonged periods, aboralory paramelers of renal and hepatic lunction should bz monitord at regular inervals. The drug
should be used with caution in patients with impaired renal or hepatic function I subacute and chronk: dog and ral studies
designed fo produce touicity, high doses of dillsazem wese associated wilh hepalic damage. In special subacute hepaic shud-
ies, oral doses of 125 mo/kg and higher In rals were associated with histological changes in the liver which were
reversible when the dneg was disconfinued In dogs, doses of 20 mo/kg were also associated with hepatic changes,
fowever, these changes ware reversibla with confinued dosing

Dermatological events (see ADVERSE REACTIOMS saction) may be transienl and may disappear despile
coifinied use of CARDIZEM. Howewer, siin eruptions progressing 1o erythema multiiorme andfor
exdoliative dematifis have also been inirequently reported  Should a dermatelogic reaction
persish, the drug should be discontinued

s

Available as
Once-A-Day

Due to the pokential for addillve effects, caution and careful fitration are warranted
in patients receiving CARDIZEM concomitanily wilh any agents known 1o affect il
candiac contractifily andor conduction. (See WARNINGS ) Pharmacologic studies indicate that -

these may be additive efiects in prodonging AV conduction when using beta-blockers or digitalis con- 120 m3 capsules
comitantty with CARDIZEM. (Ses WARNINGS.) =

s with all drugs, care should be exercised when treating patients with multiple medications  CARDIZEM My

undergoes biatranstormation by cylothrome P-450 mixed function mxidase. Coadmintsiration of CARDIZEM
wifh ofher agents which lollow the same foute of bioiranslormation may result in the competitive inhibétion of
metabolism. Dosages of similarly metabolized drugs such as cyclosporin, particularly those of low therapeu-
lic. ratio of in patierits with renal and/or hepatic impairment, may require adjustment when staring or sopping
concomitantly administerad CARDIZEM to maintin optimum therapsutic blood levels

Beta-blockers. Controlled and unconirolied domestic studies suggest that concomitant use of CARDIZEM M,
ind befa-blockers 15 usually well tolerated, buf available data are not sufficient fo predict the afiects of con-
comitand treatment In patients with leif ventricular dysfunction or cardiac conduction abnormalities
Asministration of CARDIZEM (diltiazem hydrochloride) cancomitantly with propranolol in live nomal volun-
teers resulted in increased propranolol fevels in all subjects and binavailability of propranolol was increased
approximately 50%. In vitro, propranalol appears to be displaced rom its binding sites by dilliazem_ Il com-
binalion therapy is infiated or withdrawm in conjunction with progranolol, an adjustmant in the propranolol
dse may be wamanted. (See WARNINGS )

Clmetidine A study in six healhy volunteers has shown & signicant increasa in peak diltiazem plasma lev-
£l5 {58%) and area-under-he-curve (53%) alter a 1-week course of cimedidine al 1200 mg per day and a single
dose of dilliazem 60 mg Ranitiding produced smalter, nonsignificant increases. The effect may be medated by
cimetiding’s known inhibition of hepatic sytochrome P-450, the enyme Systeny responsibie for the first-pass
metabolism of diltiazem  Patints currently recaiving diltiazem therapy should be camiully monitored lor a
change in pharmacological efiect when initiating and discontinuing therapy with cimefiding  An adjusiment in
Ihe diltiazem dose may be warranked,

Digitalis. Administrafion of CARDIZEM with digaxin in 24 heaithy male subjects increased plasma digaxin
concenirations aporowimataly 20%  Another investigator found no increase in digoxin kevels in 12 patients with
coroiary aifery disease’ Since there have been confiicting results regarding the effact of digoxin levels, it is rec-
omimended thal digoxin levels be monitored when initiafing. adjusting, and discontinuing CARDIZEM therapy o
avoid possible over- or under-digitalization | Ses WARNINGS,)

Anesthefics The depression of cardiac cantrachiity, conduchivity, and automaticity as well as the vascular
dilation associaked with anesthefics may be potentiated by calcium channel biockers. When used concomi-
lantly, anesthetics and calcium biockers should be fitrated canefully

180-mg capsules

240-mg capsules

CCDAJ332/A0311

ﬁMHR]ON MERRELL DOW INC.
“ EANSAS CITY MO sdi0 04

ONCE-A-DAY
CARDIZEM CD

24-HOUR CONTROL
OF ANGINA AND HYPERTENSION

azammmmmammmsdmmlmwmmm marth study in
mice & oral dosage Yevels of up to 30 ma/kg/day showed no evidence of carcinogeniclty, These
as als0 o mutagens: response in vilra of in viva in mammalian cell ssays or in vilm in baieria
Noevidence of impaired fertifity was observed in a shudy pertormed in maie and emale rats al oral
dosages of up 10 100 mg/g/day,

Pregnancy

Category C. Reproduction studies have heen conducled in mice. rats, and rabbils
Administration of doses ranging from five b ten times greater (on a mg/kg basis) than the
daily recommended therapeulic dose has resulted in embeyo and fetal lethality. These doses
In some studies, have baen reported lo cause skeletal abnormalities. In the perinatal/postna-
tal shudies, Ihere was an Increased incidence of sillbirths & doses of 20 limes the human
ose or grealer
There are no well-controlied studies in pregnant women; therefore, use CARDIZEM in preg-
nant women only it the potential benefil justifies the patential risk to the fetus

Diltiazem is excreted in human mitk. One report suggests that concen-
Irafions in breast milk may approximate serum kevels. 1f use of CARDIZEM |5 deemed essen-
lial, an attemative method of infant teeding shoukd be instifuted
Pediatric Use Safsty and efiecliveness in children have nat been estabiished
ADVERSE REACTIONS
Seriotis adverse reactions have been rare in shudes camed oul 1o date. bul il should b rec-
ognized thal palients with impaired ventricular function and cardiac conduction abnormallties
have usually been excluded from fhese studies.
The follwing table presents the most commin adverse reactions reported in placebo-con-
rolled angina and hypertension frials tn patients receiving CARDIZEM CD up to 360 mg with

rales in placebo patignis shown for comparison
CARDIZEM CD Capsule Placebo-Controlled
Angira and Hypertension Trials Combined

CARDIZEM CO Plagebo

Adversa Reaction N=607 N=301
Headache 54% 50%
Dizziness 0% 30%
Bradycardia 313% 13%
AV Block First Degres 3% 0.0%
Edema 26% 13%
ECG Abnormality 1.6% 23%
Asthenia 18% 17%

In clinical trials of CARDIZEM CD Capsules, CARDIZEM Tablets, and CARDIZEM SR
Capsules involving over 3200 patients, the most common events (e, greater than 1%) were
sdema (4.6%), headache (4.6%), dizziness (3.5%), asthenia (2.6%), firsl-degree AV block
[2:4%). bradycardia (1.7%). lhushing [1.4%), nausea (1.4%), and rash (1.2%).

Inaddition, the following events wers reported infrequently (less than 1%) in angina o hyperten-
sion frials

Cardiovascular Angina, arhythmia, AV block (second- or third-degree), bundie branch
block. congestive heart failure, ECG abnomalities, hypatension, palpitations, syncope, tachy-
cardia, ventricular exirasysioles

Nervous System: Abnomal dreams, amnesia, depression, gait abnormaliy, fallucina-
lions, insomnia, nervousness, paresthesia, personality change, somnolence, tinnilus, Ianur
Gastrointestinal: Anorexia, constipation, diarrhea. dry mouth, dysgeusia,

mild elevations of SGOT, SGFT, LDH, and alkaling phosphatase (see hepatic mnmgsa
thirst, vomifing, weight increase

Dermatological Petechize, photosensitivity, pruritus, urticaria

Dlher. Amblyopia, CPY increase, dysprea. epistaxis, eye mitation, hyperglyoemia, hyper-
uricamia, impotence, muscle eramps, nasal congestion. nocturia, ostaoaricular pain, polyuria
senl difficuliies

The totiowing postmarketing events have been reported infreguenlly in patients receiving
CARDIZEM alopecia, erythema mulliforme, exdoliative dermatitis, extrapyramidal symptoms
[ingival hyperplasia, hemolytic anemia, increased bleeding fime. leukopenia, purpura
retinopathy, and thrombocylopenia. In addition, evenls such as myocardial infarction have
been observed which are not readily distinguishable from the natural history of the disease in
these patients. A number of well-documented cases of generalized rash, characlerized as
latikocytoctastic vasoulifis, have been reportad.

However, a definitive cause and effect refationship between these events and CARDIZEM thee-
apy is vel o be established

Presciibing Information as of October 1992 (2)

Marign Merrel| Dow Inc
Kansas City MO 64114

cedb1092(2ia
References: 1. Data on file, Marion Merell Dow Inc. 2. Massie BM, Der E,

Herman TS, Topoiski P, Park GD, Stewart WH. Glin Gardiol. 1992:15:365-368.
3. Cardizem CD prescribing information. 4. Red Book Update. 1992: 11(10): 7.
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Fast, effective relief

for pain/inflammation.

Sprains/Strains

Acute tendinitis/Bursitis
Low back pain
Musculoskeletal pain
Soft-tissue trauma




Fast-pain relief may occur as fast as 20 minutes. As with other NSAIDs, the most frequent complaints

Effective-works at the pain site to provide relief for @ gastrointestinal. See Warnings, Precautions, and
mild to moderate pain/inflammation. Adverse Reactions sections of prescribing information.

Anti-inflammatory-nonsteroidal anti-inflammatory  eonvenient dosing-recommended starting
action helps patients return to normal activity. dose is 550 mg, followed by 275 mg every 6 to 8
Well tolerated-no narcotic-related side effects; hours, as required. Total daily dose should not

no addiction potential. exceed 1375 mg.

Fast Relief. Fast Recovery.

550 MG TABLETS

Anaprax-DS Ananioxe

(NAPROXEN SODIUM)

0 SYNTEX

SYNTEX PU EH O RICO, NG

HUMACAD PR DOBE!

For brief summary of prescribing information,
please see next page.
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Briel Summary:
Contraindications: Patients who have had allergic reactions to NAPROSYN®
* or ANAPROX™ DS or in whom aspirin or other NSAID's induce the syn-
drome of asthma, riinitis. and nasal polyps. Because anaphylactic reactions isu-
ally accur i patients wath & history of such reactions, question patients for
asthma, nasal polyps, urticatia, and hypotension associaled with NSAIDs before
starting therapy. If such symptoms occur, discontinue the drug.
Warnings: Serious Gl taxicity such as blseding, ulceration, and perforation, can
occur &t any hime, with ar without warning symptoms, in patients treated chroni-
cally with NSAIDs. Remain alert for ulceration and biseding even jn the absence
of previous Gl tract symptoms. In chinical trials, symptomatic upper Gl ulcers,
ross bleeding or perforation occur in about 1% of patients treated for 3-6
manths, and in sbout 24 % of patients treated for ane year. Inform patients of
signs and'or symptoms of serious Gl toxicity and what steps to take it they nccut.
Studies have not identified any subsat of patients not at risk of developing peptic
ubceration and bleeding. Except for a prior history of serious GI events and other
risk factors associated with peptic ulcer disease, such as alcoholism, smoking,
etc, no risk factors (e.g., age, sex) have been assoctated with increased risk
Elderly or debilitated patients seem to tolerate ulceration or bleeding less well
and most spontaneous reports of fatal Gl events are in this population. |n consid
r?g the use of relatively large doses (within the recommended dosape rangel.
' Hicient benefit should be anticipated to offset the potential increasad risk of
tawicity
Precautions: D0 NOT GIVE NAPROSYN™ (NAPROXEN) CONCOMITANTLY WITH
ANAPROX™ DR AMAPROX™ DS {NAPROXEN SODIUM) SINCE THEY CIRCULATE IN
PLASMA AS THE NAPROMEN ANION. Acute interstitial nephritis with hematura,
proteinuria, and nephrotic syndrome has been reported. Patients with impaired
renal function, heart falure, liver dysfunction, patients taking diuretics. and the
eldarty are at greater risk of overt renal decompensation. I this occurs, discon-
tinue the drug. Uisa with caution and monitor serum creatinine and/or creatining
clearance in patients with significantly impaired renal function. Use caution in
patients with basefing creatinine clearance fess than 20 mifminute. Use the low
est effective dose in the elderly or in patients with chronic alcoholic fiver disease
or ciirhosis. Borderfine elevations of liver tests may ocour n up to 15% of

patients. E of SGPT or SGOT o fals in bess than 1%
of patients. Severe hepatic rear.ummduﬁng Jamuil: and fatal hepatitis, have
been reported raely, If v oecur

{e.g., eosinophiia or rashi, drs:nnnnue Thsrapy If sterokd dosage is reduced of
ehmirated during therapy, do 5o Slowly and observe patients closely for adverse
effects, including adrenal insufficiency and exacerbation of arthritis symptoms
Determine hemaglobin values periodically for patients with initial values of 10
Rrams o less who receive long-term therapy. Peripheral edema has besn

reparted. For patients with restricted sodium intake, note that each tablet con-

tains approwimately 26 o 50 mg (1 or Emﬂg‘sodun Use with caution in patients
with fluid retention, fypertension of heart failure lhwugmremceim and
their tic valug, Conduct ophthalmic studies it
a;?mr’mrrp or disturbancs in vision omn lnl‘orrnithl for Patients: Side
can cause discomfort and, rarely, more serious side effects. such as G
bieeding, may result in hnsorlikzabmr-daem fatal outcomes. Physicians may
wish to dhstuss with patients potential risks and its of NSAIDs, particularly
when they are used for less serious gonditions where treatment without NSAIDS
be acceptable Patients should ese caution for activities requiring alertness
if they experience diowsiness, dizziness, vertigo or depression during therapy.
Laboralory Tests: Because serious GI tract uiceration and bleeding can occur
without warning symptoms. follow chronically treated patients and inform Lhem
of the importance of the follow up. Orug Interactions: Lise caution when gving
concomitantly with coumarin-typs anticoagulants: a hydantoin, sulfonamide or
sulfonylurea; furosemide; ithium; beta-blockers: probenecid; or methatrexate.
y Test | i May decraase platelet aggregation and
prulang hl.eoﬂngtlrmu increase urinary values for 17-ketogenic steroids. Tempo-
rarily stop therapy for 72 hours before adrenal function tests. May interfere with
urinary assays of SHIAA. Carcinogenests: A 2year ral study showed no evi-
dence of cartanogenicity. Pregnancy: Category B. Do not use during pregnancy
unless clearly needed. Avoid use late pregnancy. Hursing M : Avoid
use. Pediatric Use: Smflemsesul 25-5 mp/k tas naproxen suspension), with
tntd daily dose not exceading 15 mp/hg/day, are safe in children over 2 years

of age
Adverse Reactions: In a study, Gl reactions were move frequent and severe in
rheumatoid arthrites patients on 1650 mg/day napmxen sodium than in those on
825 mg/day. In children with juvenile arthritis, rash and proldnged bleeding
times were more frequent, GI and CNS reactions about the same, and other reac:
Ilnnslsss i than in aduits. incidence Greater Than 1%, Probable Causal
 The most fraquent complaints retated to the Gl tract: constipa-
tion® heatthum abdominal pai_* nausea® dyspepsia diarrhea, stomatitis, CNS.
headache® dizziness® drowsiness® light-headedness, vertiga. Dermatologic:
itching (prurtusl® skin eruptions?” ecchymoses? sweating, purpura, Special
Senses. tinnitus” hearing dsturbances, visual disturbances. Cardiovascular:
edema’ dyspnea* palpitations. General. thirst. *Incidence of reporied reaction
3% -9%. Where upmarked, incidence less than 3%, Incidenice Less Than 1%:
Probable Causal Retabonship: G1. sbnormal liver function tests. colitis, GI bleed-
ing andior perforation, hematemesis, jaundice. melena, peptic ulceration with
bleeding and/or perforation, vomiting. Renal: glomerular nephritis, hematuria,
hyperkalamia, interstitial nephritis, nephrotic syndrome; renal dissase, ranal fail
ure, renal papifiary necrosis. Hematologic: agranulocytosis. ecsinophilia, granulo-
cylopenia, leukopenia, thrombocytopenta. CNS: depression, dream
ahnurmalcuos m«lm ] :nm:erl!rale Insomnia. malaise, myaigia and muscle

+ alopecia, ph dermatitis, skin rashes. Spe-
cial Senses: heaning imga Caidh ular: ¢ tive heart failure. Respi-
ratory: ecsinaphilic itis. General: anaph id reactions,
disorders, pyrexia {chills and fever) Causal Relationship Link Hematolog
aplastic anamia. hemalytic anemia. CNS: aseptic i5, cognitive dysfune:

tion. Dermatologsc: epidermal necrolysis, erythema multriorme, photasensitvity
reactions resembling porphyria cutanea tarda and epidermolysis bullosa,
Stevens-Johnson syndrome, wrticaria. GI: nan-peptic G uiceration, ulcerative
stomatitis, Cardiovastular: vasculitis. General: angioneurttic edema, hyper-
ycemia, Iycemia
sage: May have drowsiness, heartburn, indigestion, nausea, vamiting. A
few patients have had seizures: Emply stomach and use usual supportive meas-
ures. In animals 0.5g/kg of activated charcoal reduced plasma levels of naprosen,
Dosage and Administration for Mild to Moderate Pain, Dysmenorrhea and
Acute Tendinitis and Bursitis; Recommended starting dose i 550 m to!-
wwmmmmsmwwymwammi '
Dosage and istration for Rheumatoid Arthritis, Osteoarthritis and
Ankylosing Spandylitis: Recommended dose in adults & 275 mL of 550 mg
twice daily. In patients wha tolerate lower doses wetl, the dose may
to 1650 mg per day for imited periods when & higher level of anti-inflammatary/
analgesic activily (s required At this dosage, physicians should cbserve suffi-
cient increased clinical benefits to offset potential increased risk
Caution: Federal law prohibits dispenging withou! prescription,
See package insert for full Prescribing Information
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» have to

What (o these
ittle! suckers

ith arthrltls"

Plenty, = - .

The little suckers are ticks. L b
More specifically, deer ticks. 7 ’ :
They transmit Lyme disease, an infection that

can cause recurring arthritis, and damage to the
brain and heart.

Arthritis researchers, sponsored by the Arthritis

Foundation, have been hard at work to find out
why. Their findings have led to effective antibiotic

JL

treatments for Lyme disease.
The Arthritis Foundation sponsors hundreds of

[ research projects as important as this one. We also

p

rovide continuing education for medical profes-

sionals, and practical help for people who have
arthritis. #

:_%l‘cloud is my membership contribution of $20 or more.

|
|
|
|
I
I
I

So support the Arthritis Foundation. Today.
It’s your contributions that make us tick.

YES, I'D LIKE TO HELP

= Please activate my membership in the Arthritis Foundation,
which helps support research and includes a year’s subseription
to Arthritis Today, the official magazine of the Foundation.

ROV

% ame
Address
City State Zip ~
MAIL TO: Arthritis Foundation Membership Center
P.O. Box 871706 = |
Dallas, TX 75287-0277 a |
[] For instant membership, call toll-free 1-800-933-0032. 6 2 |
Mastercard and Visa accepted.
et sl SRR FESERTS Qh.
FNORTION ®
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Way CONSIDER TENORMIN
BEFORE ALL OTHER BETA BLOCKERS?

WV Convenient, onee-daily dosing for all indications

WV Effective control of blood pressure and angina

¥ Cardioprotection—improving survival during and after MI'2*
7 Well-tolerated

TENORMIN

(arenolol)

_'Gou‘.l alinlcal judgment suggests that pa who ar hetio lation for ad outpul and BP are not good candidates for bata’ 'ﬁucma
In addition to patients excluded from the 15151 study those with borda line BP (e, systunc =120, especially if over age 60) are less likely to benefit,
m 1. I5/51 (First International Study of Infarct Survivai) Collaborative Group. tnal of intr | among 16 027 cases of suspected acute myocardial

infarction: |SIS-4. Lancet 1986:2:57-66, 2. Glamann DB, Lange RA, Hillis LD. eanaﬂc:al effect of longtemm beta blockade after acute myocardial Infarction in patients without
anterograde flow in the infarct artary. Am J Cardiol, 1991;68:150-154.

See adfacent page for brief summary of prescribing information.



1.V, INJECTION/TABLETS
) 25, 50,100 mq tablets

TENORMIN* 25, 50,100 m tablets
In a study of 477 patients, the following adverse events were

Inthe subsequent International Study of Infarct Survival (IS1S-1}

(FOR FULL PRESCRIBING INFORMATION, SEE PACKAGE INSERT.} reported during either i and/or oral atenolol including over 16,000 patients of whom 8,037 were randomized te
INDICATIONS AND USAGE: Hypertansian: TENORMIN is indicated in the management of hypertension. it may be used alone or . . receive TENORMIN treatment, the dosage of intravenous and sub-
with other agents, parti with a thiazide-type diuretic. Conventional  Conventional  sequent oral TENORMIN was either discontinued or reduced for the
‘Angina Pectotis Due to Coranary Atherosclerosis: TENORMIN is indicated for the long-term management of patients with angina pectoris. Therapy Therapy following reasons:
Acute Myacardial Infarction: TENORMIN is indicated in the management of hemodynamically stable patients with definite or suspected Plus Atenolol Alone Reasons for Reduced Dosage
acute myocardial infarction to reduce cardiovascular mortality. Treatment can be initiated as soon as the patient's cfinical condition allows. (n=244) {n=233) IV Atenolol
(See DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS.) In general, there is no basis for treating patients like Bradycardia 43 (18%) 24 (10%) Reduced Dose Oral Pagtial
those who were excluded from the ISIS-1 trial (blood pressure less than 100 mm Hg systolic, heart rate tess than 50 bpm) or have other Hypotension 60 (25%) 34 (15%) {<5mp)° Dose
reasons to avoid beta blockade. As noted above, some subgroups (eg, elderly patients with systolic blood pressure betow 120 mm Hg) Bronchospasm 3 (1.2%) 2 (0.9%) - .
seemed less likely to benefit, Heart Failure 4% (19%) 56 (2a%) Hypotension/Bradycardia 105 (1.3%) 1168 (14.5%)
CONTRAINDICATIONS: TENORMIN is contraindicated in sinus bradycardia, heart block greater than first degree, cardiogenic shock, and Heart Block 1 (45%) 10 (43%) Cardiagenic Shock 4 (04%) 35 (44%)
overt cardiac failure. (See WARNINGS.) 888 + Major Reinfarction 0 (0%) 5 (.08%)
WARNINGS: Cardiac Failurs: is necessary in g circulatory function in congestive heart failure, and beta ‘Axis Deviation 16 (66%) 28 (12%)  Cardiac Arrest 5 (.06%) 28 (.34%)
blockade carries the potential hazard of further ility an more severe failure, In patients who Supraventricular Tachycardia 28 (11.5%) 45 (19%)  Hear Block (> firstdegree) ~ § (06%) 143 (1.7%}
have congestive heart failure controlied by digitalis and/or diuretics, TENORMIN should be administered cautiously. Both digitalis and Atrial Fibriltation 12 (5%) 29 (11%)  Cardiac Failure 1 (.01%} 233 (2.9%)
atenolol slow AV conduction. Atrial Flutler 4 (16%) 7 (3%) Arrhythmias 3 (04%) 22 (27%)
tn patients with acute myocargial mlarcliona cardiac failure which is not promptly and effectively controlied by 80 mg of i i 39 (16%) 52 (22%)  Bronchospasm 1 (01%) 50 (.62%)
furosemide or equivalent therapy is a contraindication to beta-blocker treatment. iac Reinfarcti | . . "
In Patients Without a History of Cardiac Failure: C of the my with beta-blocking agents over a period of %g,'%ﬂﬁ,ﬁ;‘g‘,‘{,‘,’,‘;{‘s 40 %!/n) ,2 f%g://:% hm""““:’:aﬁ:’;s;lo mgand some pafients recefved lessthan 10 mg
time ¢an, in same cases, lead to cardiac failure. At the first sign or symptom of impending cardiac failure, patients shouid be fully digitalized Nonfatal Cardiac Arrests 4 (1.6%) 12 (5.1%) 0.
and/or be given a diuretic and the response observed closely. If cardiac failure continues despite adequate digitalization and diuresis, Deaths 7 (29%) 16 (6.9%) Ouring postmarketing experience with TENORMIN, the fellowing
TENORMIN shauld be withdrawn. {See DOSAGE AND ADMINISTRATION.) Cardi 1 (0.4%) 4 (1.7%) have been reported in temporal relationship to the use of the drug:
Cessation of Therapy with TENGRMIN: Patients with coronary artery disease, whoare being treated with TENORMIN, shauld be advised Development af Ventricular g':"%:g. L':; egggy ":)sn :s"'fé ?':‘ ?;2;“:"2&?&:‘:;:' o'"“';g‘:;scig
against abrupt ion of therapy. Severe on of angina and the of infarction and Septal Defect 0 (0%) 2 (09%) Pey ase, psorias» on of p ]
Development of Mitral purpura, reversible alopecia, and thrombocytopenia. TENORMIN,
arrhythmias have been reported in angina patients 1ol|owmg the abrupt discontinuation of therapy with beta blockers. The last twe e 0 (0% 2 (0.9%) ke other beta blockers, has been associated with the development
occur with or without p g jon of th Ag with other beta blockers, wh b (0%) (0.9%) i oy
Renal Failure 1 (0.4%) 0 (0%)  ofantinuclear antibodies {ANA) and lupus syndrome.
of TENORMIN is planned, the patients should be care!ully ohserveu and advised to limit physical activity to a mlnlmum I the angina Pulmonary Emboli 3 (2% 0 (0%)
{ develops, it is that TENORMIN be promptly -

WOrSens or acute coronary
Because coronary artery disease is common and may be unrecognized, it may be prudent not to discontinue TENORMIN lherapy
abruptly even in patients treated only for hypertension. (See DOSAGE AND ADMINISTRATION.)

Bronchaspastic Diseases: PATIENTS WITH BRONCHOSPASTIC DISEASE SHOULD, IN GENERAL, NOT RECEIVE BETA BLOCKERS.

Because of its relalive beta, selectivity, however, TENORMIN may be used with caution in patients with bronchospastic disease who
do not respond 1g, or cannot toferate, other antihypertensive treatment. Since beta, selectivity is not absolule, the lowest possible
dose of TENORMIN should be used with therapy initiated at 50 mg and a beta, ~:1Im|nnlng g;m (bmm:hodllmr) should be made
available. If dosage must be increased, dividing the dose should be wnsmmd in order 10 a lower peak blood levels.

Anesthesia and Major Surgery: It is not advisabie to withdraw beta-adrenoreceptor blocking drugs prior to surgery in the majority of
patients. However, care should be taken when using anesthetic agents such as those which may depress the myocardium. Vagal
dominance, it it occurs, may be corrected with atropine (1-2 mg IV).

Additionally, caution should be used when TENORMIN (V. injection is administered concomitantly with such agents.

TENORMIN, like other beta blockers, is a competitive inhibitor of beta-receptor agonists and its etfects on the heart can be reversed by
administration of such agents: eg, dobutamine or isoproterenol with caution {see section on GVERDOSAGE).

Diabetes and Hypoglycemia: TENORMIN should be used with caution in diabetic patients if & beta-blacking agent is required. Beta
blockers may mask tachycardia occurring with hypogly ut other such as dizziness and swealing may not be
significantly affected. At recommended doses TENORMIN does ot potentiate insulin-induced hypoglycemia and, uniike nonselective beta
blockers, does not delay recovery of blood glucose to normal levels.

Thyrotoxicosis: Beta-adrenergic blockade may mask certain clinical signs {eg, idism. Patients of
having thyroid disease should be monitored closely when administering TENORMIN 1.V. Injecmon Abrupt withdrawal of beta blockade
might precipitate a thyroid storm; therefore, patients suspected of developing thyrotoxicosis from whom TENORMIN therapy is to be
withdrawn should be monitored closely. (See DOSAGE AND ADMINISTRATION.)

Pregnancy and Fetal Injury: TENORMIN can cause fetal harm when administered to a pregnant woman. TENORMIN crosses the
placental barrier and appears in cord blood. No studies have been performed on the use of TENORMIN in the first trimester and the
possibility of fetal injury cannot be excluded. TENORMIN has been used under close supervision for the treatment of hypertensian in the
third trimester. Administration of TENORMIN for langer periods to pregnant women in the management of mild to moderate hypertension
has been iated with growth If this drug is used during pregnancy, or if the patient becomes pregnant while
taking this drug, the patient should be apprised of the potential hazard to the fetus.

Atenolol has been shown to produce a dose-related increase in embryo/fetal vesorpnons in rats at doses equal to or orea!er man 50 mg/kg/day
or 2501 maximum human anti in rabbi
was not evaluated in rabbits at doses above 25 mg/kg/day or 12.5 times the maximum human antil

“Based on the maximum dose of 100 mg/day in a 50 kg patient.

PRECAUTIONS: General: Patients already on a beta blocker must be evaluated carefully before TENORMIN is administered. Initiat and
subsequent TENORMIN dosages can be adjusted downward depending on clinical observations including pulse and blood pressure.
TENORMIN may aggravate peripheral arteria) circulatory disorders.

Impaired Renal Function: The drug shoutd be used with caution in patients with impaired renal function. (SEE DOSAGE AND
ADMINISTRATION.)

Drug Interactions: Catecholamine-depleting drugs {eg, reserpine) may have an additive effect when given with beta-blocking agents.
Patients treated with TENORMIN plus a catecholamine depletor should therefore be closely observed for evidence of hypotension and/or
marked bradycardia which may produce vertigo, syncope, or postural hypotension.

POTENTIAL ADVERSE EFFECTS: In addition, a variety of adverse effects have been reported with other beta-adrenergic blocking agents,
and may be considered potentiaf adverse effects of TENORMIN.

Hematologic: Agranulocytosis.

Allergic: Fever, combined wnlh aching and sore throat, laryngospasm, and respiratory distress.

Centrat Nervous to catatonia; visual disturbances; hallucinations; an acute
reversible syndrome characterized by dlsonentanon of time and place shon -term memory loss; emetional lability with slightly clouded
sensorium; and, decreased per(mmance on neumpsycnomﬁncs

arterial ischemic colitis.

Other: Erythematous rash, Raynaud's phenomenon.

Miscellaneous: There have been reports of skin rashes and/or dry eyes with the use of beta: ic blocking drugs. The
reported incidence is small, and in most cases, the symptoms have cleared when treatment was withdrawn. Discontinuance of the drug
should be considered if any such reaction is not otherwise explicable. Patients should be closely monitored following cessation of therapy.
(SEE DOSAGE AND ADMINISTRATION.}

The oculomucocutaneous syndrome associated with the beta blocker practolo! has not been reported with TENORMIN. Furthermore,
number of patients who had previously demonstrated established practolol reactions were transferred to TENORMIN therapy with
subsequent resolution or quiescence of the reaction.

OVERDOSAGE: Overdosage with TENORMIN has heen reponeu with patients surviving acute doses as high as 5 g. One death was reported
in a man who may have taken as much as 10 9 acutel

The predommam sympmms reported lolluwmg TEMORMIN overdose are lethargy, disorder of respiratory drive, wheezing, sinus pause,

iditionally, with of any beta-; adrenergnc blockmg agent and which might also be
expected in TENORMIN overdose are congestive heart failure, i

Treatment of overdose shouid be directed to the removal of any unabsorbed drug by induced emesls gastric lavage, or administration
of activated charcoal. TENORMIN can be removed from the general circulation by hemodialysis. Other treatment modalities shoutd be
employed at the physician’s discretion and may include:

BRADYCARDIA: Atropine mtravenously If there is no response to vagal blockade, give isoproterenol cautiously. In refractory cases, a
transvenous cardiac pacemaker may be indicated.

HEART BLOCK (SECOND OR THIRD DEGREE) P cardiac

CARDIAC FAILURE: Digitalize the patient and administer a dluretuc Glucagon has been reported to be useful.

HYPOTENSION: Vasopressors such as dopamine or {l Monitor blood pressure

BRONCHOSPASM: A beta, stimutant such as or ine and/or amil

HYPOGLYGEMIA: Intravenous qlucose

Based on the severity of symptor facilities for applying respiratory support.
DOSAGE AND Anmmsmnon lly ertension: The initial dose of TENORMIN is 50 mg given as one labletaday either alone or added to
diuretic therapy. The full effect of this dose will usually be seen within one to two weeks. If an optimal response is not achieved, the dosage
should be increased to TENORMIN 100 mg given as one tablet a day. Increasing the dosage beyond 100 mg a day is unlikely to produce any
further benefit.

TENORMIN may be used alone o concomitantly with other antihypertensive agents including thiazide-type diuretics, hydralazine,
prazosin, and alpha-methyldopa.

Auolnl Pcmrls Ine initial dose of TENORMIN is 50 mg given as one tablet a day. If an optimal response is not achieved within one
week, th Id be increased to TENORMIN 100 mg given as one tablet a day. Some patients may require a dosage of 200 mg once

Beta blockers may exacerbate the rebound hypertension which can follow the withdrawal of clonidine. If the two d
the beta blocker should be withdrawn several days before the gradual withdrawal of cloridine. If replacing cloniding by beta-blocker
therapy, the introduction of beta blockers should be defayed for several days after clonidine administration has stopped.

Caution shouid be exercised with TENORMIN LV. Injection when given in close proximity with drugs that may also have a depressant
effecton tractility. O use of verapami! has resulted
in serious adverse reactions, especially in patients with severe cardiomyopathy, congestive heant !allure, or recent myocardial infarction.

Information on concurrent usage of atenolo) and aspirin is limited. Data from several studies, ie, TIMI-11, ISIS-2, currently do not suggest
any clinical interacticn between aspirin and beta blockers in the acute myocardial infarction setting.

While taking beta blockers, patients with a history of anaphytactic reaction to a variety of allergens may have a more severe reaction on
repeated challenge, either accidental, diagnastic, or therapeutic. Such patients may be unresponsive to the usual doses of epinephrine
used to treal the allergic reaction.

of Fertility Two (ong-term {maximum dosing duration of 18 or 24 months) rat studies and
one long-term (maximum dasing duration of 18 months) mouse study, each employing dose levels as high as 300 mg/kg/day or 150 times
the maximum recommended human antihypertensive dose, " did not indicate a carcinogenic potentia of atenalol. A third {24 month) rat
study, employing doses of 500 and 1,500 mg/kg/day (250 and 750 times the maximum recommended human antihypertensive dose )
resulted in increased incidences of benign adrenal medullary tumors in maies and females, mammary fibroadenomas in females, and
anterior pituitary and thyroid cell in males. No evidence of a mutagenic potential of atenolol was
uncovered in the dominant lethal test {mouse}, in vivo cytogenetics test (Chinese hamster), or Ames test {S typhimurium).

Fentility of male or female rats {evaluated at dose levels as high as 200 mg/kg/day or 100 times the maximum recommended human
dose*) was unaffected by alenolol administration.

Animal | atenolol inanimals h ion of epithelial
cells of Brunner's glands in the duodenum of both male and female dogs at all tested dose fevels of atenolol {starting at 15 mg/kg/day or 7.5
times the maximum recommended human antihypertensive dose*} and increased incidence of atrial degeneration of hearts ot male rats at
300 but not 150 mg atenolot/kg/day (150 and 75 times the maximum human ive dose,” ).

Usage in Pregnancy: Pregnancy Category D: See WARNINGS - Pregnancy ang Fetal Injury.

Nursing Mothers: Atenotol is excreted in human breast milk at a ratio of 1.5 to 6.8 when compared fo the concentration in plasma.
Caution should be exercised when TENORMIN is administered to a nursihg woman. Clinically significant bradycardia has been reported in
breast fed infants. Premature infants, or infants with impaired renal function, may be more likely to develop adverse effects.

Pediatric Use: Safety and effectiveness in children have not been established.

*Based on the maximum dose of 100 mg/day in 50 kg patient.

ADVERSE REACTIONS: Most adverse effects have been mild and transient.

The frequency estimates i the following table were derived from controlled studies in hypertensive patients in which adverse reactions
were either volunteered by the patient {US studies) or eficited, eg, by checklist (foreign studies). The reported frequency of elicited adverse
effects was higher for both TENORMIN and placebo-treated patients than when these reactions were volunteered. Where frequency of
adverse effects of TENORMIN and placebe is similar, causal relationship to TENORMIN is uncertain.

Volunteered Total - Volunteered and Elicited
tudies) {Foreign + US Studies}

Placeboﬂ[n =206) Alenololn/En =399) Placebo (n = 407)

% %

(U
Atenolol {n = 164)
%

CARDIQVASCULAR
Bradycardia
Cold Extremities
Postural Hypotension

Leg Pain
CENTRAL NERVOUS SYSTEM/
NEUROMUSCULAR

Dizziness

Vertigo

Light-headedness

Tiredness

Fatigue

Lethargy

Drawsiness

Depression

Dreaming
GASTROINTESTINAL

Diarchea

Nausea
RESPIRATORY (see WARNINGS)

Wheeziness 0 )]

Dyspnea 06 1

Acute Myocardial Infarction: In a series of investigations in the treatment of acute jaf infarction, nd
occurred more commonly, as expected for any beta blocker, in atenalol-treated patients than in control patients. However, these usually
responded to atropine andfar to withholding further dosage of atenolol. The incidence of heart failure was not increased by atenolol.
Inotropic agents were infrequently used. The reported frequency of these and other events occurring during these investigations is given
in the fotlowing table.

o ow
o
o
-

(XN

—woo

o o
Besrod
Je

>
o

o
wwoovnBoom

BN CODmWO =N~
—o ocoocoawooo-—

Dw ww WReNWS
YN

3
4

a day for omnmal effect.

Twenty-four hour control with once daily dosing is achieved by giving doses larger than necessary to achieve an immediate maximum
effect. The maximum early effect on exercise tolerance occurs with doses of 50 to 100 mg, but at these doses the effect at 24 hours is
attenuated, averaging about 50% to 75% of that observed with once a day oral doses of 200 mg.

Acuie Myocardial Infarction: In patients with definite or suspected acute myocardial infarction, treatment with TENORMIN LLV. Injection
should be initiated as soon as possibie after the patient’s arrival in the hospital and after eligibility is established. Such treatment should be
initiated in a coronary care or similar unitimmediately after the patient’s hemodynamic condition has stabilized. Treatment should begin
with the intravenous administration of 5 mg TENORMIN over 5 minutes followed by another 5 mg intravenous injection 10 minutes later.
TENORMIN 1.V. Injection should be administered under carefully controlled conditions including monitoring of blood pressure, heart rate,
and electrocardiogram. Dilutions of TENGRMIN 1.V. Injection in Dextrose Injection USP, Sodium Chioride Injection USP, or Sodium
Chioride and Dextrose tnjection may be used. These admixtures are stable for 48 hours if they are not used immediately.

In patignts who tolerate the full intravenous dose (10 mg), TENORMIN Tablets 50 mg should be initiated 10 minutes after the last
intravenous dose followed by another 50 mg oral dose 12 hours later. Thereafter, TENORMIN can be given orally either 183 mg once daily
or 50 mg twice a day for a further 6-9 days or until discharge from the hospital. If bradycardia or hypotension requiring treatment of any
other untoward effects occur, TENORMIN should be discontinued.

Data from other beta blocker trials suggest that if there is any question concerning the use of IV beta biocker or clinical estimate that
there is a contraindication, the IV beta blocker may be eliminated and patients tulfilling the safety criteria may be given TENORMIN Tablets
50 mg twice daily or 100 mg once a day for at least seven days (if the | dosing is excluded).

Although the demonstratior of efficacy of TENORMIN is based entirely on data from the first seven poslmfarcnon days, data from other

beta blocker trials suggest that treatment with beta blockers thatare ive in the setting may b onetothree
years if there are no contraindications.

TENORMIN is an additional treatment to standard coronary care unit therapy.

Etderly Patients ar Patients with Renal Impairment: TENORMIN is excreted by the kidneys; dosage should be adjusted
in cases of severe impairment of renal function. Some reduction in dosage may also be for the elderly, kidney

function is a physiologic consequence of aging. Atenolol excretion would be expected to decrease with advancing age.

No significant accumulation of TENORMIN occurs until creatinine clearance falis below 35 mL/min/1.73mz. Accumulation of atenslol
and prolongation of its haif-life were Studied in subjects with creatinine clearance between 5 and 105 mL/min. Peak plasma levels were
sigaificantly increased in subjects with creatinine clearances below 30 ml/mm

The following maximum oral d: for elderty,

and for patients with renal impairment due

ally-impa

to other causes:
Creatinine Clearance Atenolol Elimination Hall-Life
(mL/min/1.73me) (h) Maximum Desage
15-35 16-27 50 mg daily
<15 27 25 mg daily

Some renalty-impaired or elderly patients being treated for hypertension may require  lower starting dose of TENORMIN: 25 mg given
as one tablet a day. If this 25 mg dose is used, assessment of efficacy must be made carefully. This should include measurement of blood
pressure just prior to the next dose (“trough” blood pressure) o ensure that the treatment effect is present for a ful) 24 hours.

Atthough a similar dosage reduction may be considered for elderly and/or renally-impaired patients being treated for indications other
than hypertension, data are not available for these patient populations.

Patients on hemodialysis should be given 25 mg or 50 mg after each dialysis; this should be done under hospital supervision as marked
falls in blood pressure can occur.

Cossation of Therapy in Patients with Angina Pectoris: If withdrawal of TENORMIN therapy is ptanned, it should be achieved gradually
and patients should be carefully observed and advised to limit physical activity to a minimum.
g products should b visually for p: matter

and container permit.

HOW SUPPLIED

TENGRMIN Tablets: Tablets of 25 mg atenolol, NDC 0310-0107 (round, flat, uncoated white tablets with “T" debossed on one side and 107
debossed on the other side) are supplied in bottles of 100 tablets.

Tablets of 50 mg atenolol, NDC 0310-0105 (round, flat, uncoated white tablets identified with ICt dedossed on one side and 105
debossed on the other side, bisected) are supplied in bottles of 100 tablets and 1000 tablets, and unit dose packages of 100 tablets. These
1ablets are distributed by ICI Pharma.

Tablets of 100 mg atenolol, NDC 0310-0101 (round, flat, uncoated white tablets with IC] debossed on one side and 101 debossed on the
other side) are supplied in bottles of 100 tablets and unit dose packages of 100 tablets. These tablets are distributed by IC) Pharma.

Store al controled room temperature, 15°-30 °C {53°-86 °F). Dispense in weil-closed, light resistant containers.

TENORMIN LV. Injection
TENORMIN L.V. Injection, NDC 0310-0108, is supplied as 5 mp atenolol in 10 mL ampules of isotonic citrate-butfered agueous sofution.
Protect from light. Keep ampules in outer packaging until time of use. Store at room temperature. REVY 0392

e

ICl Pharma

Abusiness unit of ICI Americas Inc.
Wimington, Delaware 19897 USA

whenever solution

FSA-1511 1192 1CI-2870 © 1992 1G! AMERICAS INC.
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Once daily | Inhaler

= (triameinolone acetonide)

Once daiy

 Once caiy

Turns patient complaints...Into patient compliance

Please see brief summary of prescribing information on adjacent page.




ONCE DAILY FOR RELIEF

Nasal
Inhaler

(triamcinolone acetonide)

Turns patient complaints...Into patient compliance

ONCE DALY

Nasacort:
(friameinolone acelonide)

For Intranasal Use Only
Shake Well Before Using

BRIEF SUMMARY

CONTRAINDICATIONS: Hypersansitivity 1o any of the ingredients of Ihis preparation
confraindicates its use

WARNINGS: The raplacemant of a systemic coricosteroid with a topical comcoid can be
accompanied by signs of adrenal insufficiency and, in addition, some patients may expenence
symptoms of withdrawal, e.g., joint and/or muscular pain, lassitude and depression. Patients
previously treated for prolonged periods with systemic corticosteroids and transterred 1o lopical
comicoids should be carefully monitored for acute adrenal insufficiency in response to stress. In
those patients who have mma or other clinical conditions requiring long-term systemic
comicosteroid treatment, 100 rapid a decrease in systemic coricosieroids may cause a severg
exacerbation of their symptoms.

Children who are on mmunos;;ge&san! dfu?; are more susceptible to infections than healthy
children. Chickenpox and me , for example, can have a more serious or even fatal course
in children on Immunosuppressant doses of coricosteroids. In such children, or in adults who
have not had these diseases, particular care should be taken to avoid exposure. If ex d,
therapy with varicella zoster immune globulin (VZIG] or Cgooleﬂ intravenous immunoglobulin
(IVIG), as appropriate, may be indicated. if chickenpox develops, treatment with anfiviral agents
may be considered

Developmental toxicity, which included increases in fetal resc‘vm:ns and stillbirths and
decreases in pup mo% weight and survival, also occumed at the malemally loxic doses
g.5-15.ﬂmcgk day or 20- 110 'm/day, as calculated on a surface area basis)
eproductive ance of female rats and eflects on fetuses and offspring were comparable
between groups that received ebo and non-toxic or marginally toxic doses (0.5 and 1.0 meg
kg/day or 38 meg/m?/day 7.0 meg/méfday)
Pregnancy: nancy Category C. Like other corticoids, iiamcinolone acetonide has been
shown 1o b{' ;Perl?a? m)é in rats and rabbits. Teraln%gmc affects, which occurred in both species
810,02, 0.04 and 0.08 mg/kg/day | ximately 135, 270 and 540 meg/m®/day in the rat and
320, 640 and 1280 mcg/m?/day in the rabbit, as calculated on a surface area basis), included a
low incidence of cleft palate and/or internal hydrocephaly and axial skeletal delects. Teratogenic
effects, including CNS and cranial malformations, have also been observed in non-human
primates at 0.5 mg/kg/day (approximately 6.7 mg/m?/day) The doses of 0.02, 0.04, 0.08, and
0.5 mg/kg/day used in these toxicology sludies are approximalely 12 8, 255 51, and 3187
times the minimum recommended dose of 110 mcg of Nasacort per day and 32, 64,127, and
80 times the maximum recommended dose of 440 mc? of Nasacort per day based on a patient
bgg} wgégm of 70 kg. Administration of aerosol by inhalabon to pregnant rais and rabbits
produced embryoioxic and fetoloxic effects which were comparabie to those produced by
uate and well-controlled studies in nant

administraion by other routes. There are no ad
during pregnancy only if the potential benefit

women. Triamcinolone acetonide should be u!
Justifies the potential risk 1o the fetus
Experience with oral corticolds since their introduction in pharmacologic as opposed 10
physiclogic doses suggests that rodents are more prone 1o ter, nic eflects from conicoids
than humans. In addifion, because there is a natural increase in glucocorticoid production during
pregnancy, most wamen will require a lower exogenous steroid and many will not need
corficoid treatment during pregnancy

Nonteratogenic Effects: Hypoadrenalism may occur in infants born of mathers receiving

The use ol Nasacort Nasal Inhaler with alternate-day systemic prednisone could increase the
likelihood of hypothalamic-pitutary-adrenal (HPA) suppression compared to a therapeutic dose
of either one alone. Therefore, Nasacon Nasal Inhaler should be used with caution in patients
already receiving alternate-day prednisone treatment for any disease.

PRECAUTIONS

General: In clinical studies with iamcinolone acetonide administered intranasally, the
development of localized infections of the nose and pharynx with Candida albicans has rarely
occurred. When such an infection develops it may require treatment with appropriate local
therapy and disconfinuance of treatment with Nasacort Nasal Inhaler

Tnamcinoione acetonide administered infranasally has been shown o be absorbed inlo the
systemic circulation in humans. Patients with active rhinitis showed similar 1o that
found in normal volunteers. Nasacon at 440 meg/day for 42 days did not measurably aflect
adrenal response 10 a six hour cosyntropin fest Tn the same study prednisone 10 nf-da&
significantly reduced adrenal response to ACTH over the same period (see CLINICAL TRIALS
section)

Nasacort Nasal Inhaler should be used with caution, if at all, in patients with active or quiescent
tuberculous infections of the respiratory ract of in patients with untreated fungal, bacterial, or
systemic viral infechons or ocular herpes simplex

Because of the inhibory effect of corbcosteroids on wound healing in patients who have
expenenced recenl nasal septal ulcers, nasal surgery or trauma, a corticosteroid should be
used with caution until healing has occurmed

When used at excessive doses, systemic coricosteroid effects such as hypercorticism and
adrenal suppression may appear. If such changes occur, Nasacor Nasal inhaler should be
discontinued slowly, consistent with accepted procedures for discontinuing oral steroid therapy
Information for Patients: Patients being Irealed with Nasacort Nasal Inhaler should receive
the following information and instructions.

Patients who are on immunosuppressant doses of corticostaroids should be warned to avoid
exposure 1o chickenpox or measles and, if exposed, 1o obltain medical advice

Patienis should use Nasacor Nasal inhaler at regular inlervals since fis eflectiveness depends
on its regular use. A decrease in symploms may accur as soon as 12 hours after starting steroid
therapy and genelailg can be expected o occur within a few days of intiating H\erarﬁ.\; in allergic
rhinitis, The patient should take the medication as directed and should not exceed

prescribed The patient should contact the physician il symploms do nol improve after
three weeks, or IT the condition worsens. Nasal irritation and/or burning or stinging after use of
the spray occur only rarely with this product The patient should contact the physician if they
ocour.

For the proper use ol this unit and to attain maximum improverment, the patient should read and
foliow the accompanying patient instructions carefully. Because the amount dispensed per puft
may not be consistent, itis important 1o shake the canister well. Also, the canister should be
discarded after 100 actuations.
Pared

g g Animal studies of friamcinolone acetonide 1o lest its
carcinogenic potential are underway

Impairment of Fertility: Male and lemale rats which were administered oral inamcinolong
acetonide at doses as high as 15 meg/kg/day (110 m% m?iday, a5 calculaled on a surface
area basis) exhibited no evidence of impaired ferility, The maximum human dose, for
companson, 15 6.3 mcg x% day {240 meg/m?iday) However, a few lemale rats which received
maternally toxic doses of B or 15 meg/kg/day (60 mcg/m*/day or 110 mcg/nv/day, respectively,
as calculated on a surface area basis) exhibiled dystocia and prolonged delivery

NADEX 193(X}A

0 ids during pregnancy. Such infants should be carefully observed

Nursing Mothers: It s not known whether iriamcinolong acetonide is excreted in human milk
Because other corticosterokds are excreted in human milk, caution should be exercised when
Nasacort Nasal Inhaler is administered to nursing women.

Pediatric Use: Safety and effectiveness have not been established in children below the age of
12. Oral coticoids have been shown o cause growth suppression in children and leenagers,
particularly with higher doses over extended periods. f a child or teenager on any corticoid
appears 10 have growth suppression, the possibility that they are particuiarly sensitive to this
effect of steroids should be considered
ADVERSE REACTIONS: In controlled and uncontrolled studies, 1257 patients receved
treatment with intranasal triamcinclone acetonide. Adverse reactions are based on the 567

ents who received a uct similar 1o the marketed Nasacor canister. These patients were

ealed for an average of 48 days [range 1 10 117 The 145 patients enrolied in

uncontrolled studies recelved treatment from 1 to 8 ys (average 332 days)|

The most prevalen! adverse expenence was headache, being reported by approximately 18%
of the palients who received Nasacort Nasal imitation was reporied by 2.6% of the patients
receiving Nasacont. Other nasopharyngeal side effects were reported by fewer than 5% of the
patients who recelved Nasacor and included: dry mucous membranes, naso-sinus congestion,
throat discomfort, sneezing, and epistaxis. The complaints do not usually interfere. with treatment
and in the controlled and uncontrolied studies approximately 1% of patients have discontinued
because of these nasal adverse effects

In the eveni of accidental overdose, an increasad potential for these adverse e:genences may
be expected, but systemic adverse experniences are unhkely (see OVERDOSAGE section)
OVERDOSAGE: Acute cvemosa%e with this dosage form is uniikely, The acute topical
application of the entire 15 mg of fhe canister would most likely cause nasal imitation and
headache. it would be uniikely 1o see acute systemic adverse effects If the nasal application ol
the 15 mg ol namcinolone acetonide was administerad all al once

Caution: Federal (USA| law prohibits dispensing without prescription

Please see product circular for full prescribing information

REFERENCES: 1. Winder J, Barker J, Bell T, et ak: Intranasal triamcinbione acetonide aerosol
versus beclomethasone dnplc?ionale aqueous spray in Urerennua! allergic rhinitis. Medical
Interface 1992,5(6, suppl)-16. 2 Data on file, Rhmego enc Rorer Pharmaceuticals Inc. 3
Findlay S, Huber F, Garcia J, et al Eficacy of once-a-day intranasal adminisiration of
Iriamcinolone acelonide in pabents with seasonal allergic rhinitis. Ann Allergy 1992,68(3).228-
232 4, Storms W, Bronsky E, Findlay S, et al: Once daily triamcinolone acetonide nasal spray 1s
effective for the treatment of perennial allergic rhinitis, Ann Allergy 1991.66(4).329-334. 5, Feiss
G. Mormis R, Rom D, &t al: A comparative sudy of the effects of intranasal fnamcinolone
acetonide aerosol (ITAA) and prednisone on adrenocortical function. J Allergy Clin immunol
1992:89(61:1151-1156
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Announcing

The American Medical Association

Morris
Fishbein

Fellowship

July 1, 1993 through
June 30, 1994

Applications are now being taken for
the Morris Fishbein Fellowship in
Medical Journalism sponsored by
the American Medical Association.
Physicians interested in making

a substantial commitment to
medical journalism are invited to
apply for this full-time one-year
fellowship program.

Work With JAMA The successful
candidate will work with the editorial
and production staff of The Journal of
the American Medical Association in all
facets of editing and publishing a major
weekly journal. At the completion of the
program, it is expected that the candi-
date will be proficient in all aspects of
manuscript selection, issue makeup,
copy editing and styling, art and layout
of articles, issue planning and manag-
ing, in addition to the many other ele-
ments of journal publication. He/she
will also be conversant with marketing
and advertising procedures.

Publishing The candidate must have
proven writing ability at the time of
application, for he/she will be required
during the course of the year to prepare
articles for publication. Although the
fellow will work under the supervision
of a physician-editor, ability to work
independently is 2 must.

American Medical Association

Physicians dedicated to the health of America

Stipend A stipend of $40,000 will be
provided to the successful candidate to
cover the 1-year period.

Application Forms For an applica-
tion blank, please write to : Richard M.
Glass, MD, Deputy Editor, Journal of the
American Medical Association, 515
North State Street, Chicago, IL 60610.

Deadline For Applying Completed
applications should he forwarded as
soon as possible and must be received
no later than March 1, 1993




FOR CHRONIC ARTHRITIS

EXPECT AN INCREASED
RANGE OF MOTION

DA knee with medial compartment
narrowing and anterior osteophytes in
red. Supplied by David W. Stoller, MD,
of California Advanced Imaging.
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As with other NSAIDs, the most frequent
complaints are gastrointestinal,

W Please see brief summary of prescribing information
»¥on adjacent page.
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Also available in 375 and 250 mg tablets and in suspension 125 mg/5
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(NAPROXEN) 500 mg tablets

Brief Summary:

ry.
Contralndications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal

wit

porxps. Because anaphylactic reactions usually occur in patients
a history of such reactions, question patients for asthma,

nasal polyps, urticaria, and hypotension associated with NSAIDs
before starting therapy. If such symptoms occur, discontinue the
drug. Warnings: Serious G) toxicity such as bleeding, ulceration,
and perforation can occur at anz time, with or without warning

symptoms, in patients treated

chronically with NSAIDs. Remain

alert for ulceration and bleeding in such patients even in the
absence of previous Gl tract symptoms. In clinical trials, symp-
tomatic upper Gl ulcers, gross bleeding or perforation appear to
occur in approximately 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year. Inform patients
about the signs and/or symgtoms of serious Gl toxicity and what

steps to take if they occur.

tudies have not identified any subset

of patients not at risk of developing peptic uiceration and bleeding.
Except for a prior history of serious Gl events and other ris!

factors known to be associated
alcoholism, smoking, etc., no
been associated with increased

with peptic ulcer disease, such as
risk factors (e.g.. age, sex) have
risk. Eigerly or debilitated patients

seem to tolerate uiceration or bleeding less well than others and
most spontaneous reports of fatal Gl events are in this population.
In considering the use of relatively large doses (within the recom-
mended dosage range), sufficient benefit should be anticipated to
offset the potential increased risk of Gl toxicity. Precautions: DO

NOT GIVE NAPROSYN® 'SNAPRO
ANAPROX® (NAPROXEN SODIUM

XEN) CONCOMITANTLY WITH
‘g OR ANAPROX® DS

NAPROXEN SODIUM) SINCE THEY BOTH CIRCULATE IN PLASMA
S THE NAPROXEN ANION. Acute interstitial nephritis with hema-

turia, p

has been reported.

and nep Y
Patients with impaired renal function, heart failure, liver dysfunc-
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. if this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function.
Use caution in patients with baseline creatinine clearance fess
than 20 mL/minute. Use the lowest effective dose in the elderly or
in patients with chronic alcoholic liver disease or cirrhosis. With
NSAIDs, borderline elevations of liver tests may occur in up 10
15% of pal@eﬁt& They may progress, remain unchanged, or be
Wi eraoy. Elevati

of SGPT or SGOT

t 3
occurred in controlled clinical trials in less than 1% of patients.
Severe hepatic reactions, including jaundice and fatal hepatitis,
i

have been reported rarely. If liver

isease develops or if systemic

manifestations occur {e.g.,

hilia or rash), di ther-

apy. I steroid dosage is reduced or eliminated during therapy, do
50 siowly and observe patients closely for adverse eflects, includ-
ing adrenal insufficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically for patients with initial

values of 10 grams or less who

receive long-term therapy. Periph-

eral edema has been reported. Therefore, use with Caution in
patients with fluid retention, hypertension or heart failure. The

drug’s antip and

y activities may reduce

fever and infiammation. diminishing their diagnostic value. Con-
duct ophthalmic studies if any change or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
suspension contains 8 mg/mL of sodium. Information for
Patients: Side effects of NSAIDs can cause discomfort and, rarely,
there are more serious side effects, such as Gl bleeding, whicl

may result in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when they are used for
less serious conditions where treatment without NSAIOs may be
an acceptable alternative. Patients should use caution for activi-

ties requiring alertness if they

vertigo or depression during therapy. Laboratory Tests: Because

serious Gl tract ulceration and
ing symptoms, follow chronica

symptoms of these and inform them of

bleeding can occur without warn-
Hly treated gaﬁents for signs and
the importance of this

follow-up. Drug Interactions: Use caution when giving concomi-

ami

tant'lr with coumarin-type anticoagulants; a hy
& or sulfonylurea; furosemide; lithium; beta-blockers;

antoin, sulfon-

or X
The dru may decrease platelet
time or increase urinary values

Drug/Lab y Tost

aggreyation and prolong bleeding
for 17-ketogenic steroids. Tempo-

rarily stop therapy for 72 hours before doing adrenal function
tests. The drug may interfere with urinary assays of SHIAA. Car-
cinogenesis: A 2-year rat study showed no evidence of carcino-
genicity. Pregnancy: Category B. Do not use during pregnancy
unless clearly needed. Avoid use during late pregnancy. Nursing
Mothers: Avoid use in nursing mothers. Padiatric Use: Single
doses of 2.5-5 mg/kg, with total daily dose not exceeding 15
mg/kg/day, are safe in children over 2 years of age. Adverse
Reactions: In a study, G reactions were more frequent and severe

in rheumnatoid arthritis patients

on 1,500 mg/day than in those on

750 mg/da% In studies in children with juvenile arthritis, rash and

prolonged bleeding times were

more frequent, Gi and CNS reac-

tions about the same, and other reactions less freqpu:ent than in

adults. Incidence Greater Than 1%; Probable Causal

elationship:

Gli: The most frequent complaints related te the Gl tract: constipa-
tion” heartbura” abdominal pain;’ nausea; qyspepsliahdiarrhea.
[

stomatitis. CNS: h

ight-headed-

ness, vertigo. Dermatologic: itching (pruritus): skin eruptions’
ecchymoses; sweating, purpura. Special Senses: tinnitus; hear-
ing disturbances, visual disturbances. Cardiovascular: edema;

dyspnea,’ palpitations. General
Probable &a

: thirst. Incidence Less Than 1%;
usal Relationship: GI: abnormal fiver function tests,

colitis, Gl bleeding and/or gerforation, hematemesis, jaundice,

melena, peptic ulceration wit

bleeding and/or perforation, vomit-

ing. Renal: glomerular nephritis, hematuria, hyperkalemia, inter-
stitial nephritis, nephrotic syndrome, renal disease, renal failure,

renal papitlary

, €0SIN0-

F agr Yy
philia, granulocytopenia, Ieukopen'la, thrombocytopenia. CNS:
depression, dream abnormalities, inability to concentrate, insom-
nia, malaise, myalgia and muscle weakness. Dermatologic: alope-
cia, photosensitive dermatitis, skin rashes. Special Senses:
hearing impairment. Cardiovascular: congestive heart failure.

Respiratory: |
reactions, Amelr.lstrual disorders,

itis. General: anapl
pyrexia (chills and fever). Causal

aplastic anemia, hemolytic

anemia. CNS: aseptic meningitis, cognitive dysfunction. Dermato-
logic: epidermal necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson syndrome, urticaria. Gi:

non-peptic Gl

stomatitis. C:

vasculitis. General:

lema, hyperglycemia, hypo-
: May have heartburn, indiges-

tion, nausea, vomitiﬁq. A few patients have had seizures. Empty
stomach and use usual supportive measures. [n animals 0.5 alkg
on:

of activated charcoal reduced

sma levels of naproxen. Cau

Federal law prohibits dispensing without prescription. See pack-
age insert for full Prescribing Information.

*Incidence of reported reaction 3%-9%.
Where unmarked, inci less than 3%. g SYNTEX

US. patent nos. 3,904,682, 3,998,966 and others.

©1991 Syntex Puerto Rico, Inc.

Rev.39 September 1990

Encouragement

This message could be one of encourage-
ment to you and, perhaps, certain of your
patients.

Paget's disease of bone — not the rare
disease it was once thought to be — is
treatable in most cases. The earlier it is
detected the more responsive to treatment
it is likely to be. And detection can usually
be accomplished with a few simple, non-
invasive procedures.

Like many primary care physicians, you
may feel uncomfortable treating Paget's
disease because of little past experience. If
so, write or call us for comprehensive, up-
to-date information about the disease and
its diagnosis and treatment. Alternatively,
ask for our extensive referral list of spe-
cialists.

You may be able to offer someone a new
lease on life. Or at least, encouragement.

The .
Paget's Disease
Foundation, inc.

165 Cadman Plaza East, Brooklyn, New York 11201
(718) 596-1043 * Fax (718) 802-1039
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Gain insights from insiders to lead your medical community

1993 National Leadership Conference

Challenges and Changes:

Preparing Our Leaders For Troubled Times

February 12 - 14, 1993
Atlanta, Georgia

Learn the latest developments on critical medical, political,
economic and ethical issues from nationally recognized experts:

Tom Brokaw, NBC anchor, will analyze the new Congress and comment
on its ability to initiate and pass health care legislation.

Paul Ellwood, architect of the Jackson Hole Plan now being reviewed by
Clinton’s advisory team, will review the pros and cons of managed care.

Gail Warden, president of Henry Ford Health Systems and board member
of the American Hospital Association, will discuss the merits of various
delivery mechanisms for America’s health care.

Michael Kinsley, moderator of CNN's Crossfire, will moderate a debate
among leading ethicists on the issues faced in prioritizing health care reform.

Marshall Loeb, managing editor of Fortune Magazine, will explore
the spiraling effects of health care costs and our ability to compete in
international markets.

To hear these informed perceptions and perspectives, order your registration
materials today. Call 800 621-8335.

American Medical Association

Physicians dedicated to the health of America




Now, for hypertension
Once-a-day

DILACOR-XR -

@= -~ SECURITY —

(diltiazem HCI) &
BRIEF SUMMARY
CDMRNNDICATIDNS
ide s ¢ '. dicated in: i p with sick sinus syndrome except in the

presunoe nfa functioning

with second or third degree AV block

@i =~ 24-HOURDELIVERY

FOR
24-HOUR

/%‘:ﬁ

Carch is, M sis, Impai of Fertili rt*_ A 24-month study in rats and an 18-month
study in mice showed no evidence of carci ity. There was alsa no rnulagen: response in vitro
of in vive in mammalian cell assays or in vitro in b | of impaired fertility was

nbser\md in mala or female rats at ar?I doses of up to 100 rrbgf‘kgml\r

escapt in the presence oi a functioning ventricular pacsmaker. 13i p s with b liess

than 90 mmHg lie); (4) ¢ who have d hryper y to the drug; and (5)
with acute my fial infarction and p y cong as doc by X-ray on

admission.

WARNINGS

1. Cardiac Conduction. Diltiazem hydrochlonde prolongs AV node refractory penods without signifi-
cantly prolonging sinus nade recovery time, except in patients with sick sinus syndrome. This effect
may rarely result in abnormally slow hean rates (particularly in patients with sick sinus syndrome) or
second, or third degree AV block (22 of 10,119 patients, or 0.2%); 41% of these 22 patients were
ists versus 17% of the total group. Concomitant use of
duiumm with beta-| blockers or dlgﬂlalls fmiay result in additive effects on cardiac conduction, ﬁdpai

::1':;: I's angina developed periods of asy {210 5 seconds} after a single 60 mg dose

2em,

2 Cangusﬁ\n Heart Failure. Although diltiazem has a negati ic effect in i 4 animal tis-
ns, studies in h with normal ventricular function have not shown

a recluc:ron in cardiac index nor consistent negative effects on contractility (dp/dt). An acute study of

oral diltiazem in patients with impaired ventricular function (ejection fraction of 24% + B%) d'bmd

improvement in indices of ventricular function without significant d in

Idlel Wmnlng c‘f l:orrneslwe heart failure has been reponed in panents mth pr!emnng impair-
with the use of with

lms b in patiénts with i { ventricular function is limited. Caution should be exercised

when using this combination.

3. Hyp ion, in blood p
ionally result in !

4, Acute Hepatic Injury, Mild elevations of se i

associated with diltiazem hydrochlonide therapy may

with and without concomitant eleva-

yC.R d studies have been conducted in mice, rats, and rabbits.
Mmmrslra‘lilm of d doses rangmq from 4 to 6 times {depending on species] the upper limit of the opti-
mum dosage range in clinical trials (480 mg q.d. or 8 mg/kg q.d. for a 60 kg patient) has resulted in
embryo and fetal lethality. These studies have revealed, in one species or another, a propensity to
cause abnormalities of the skeleton, hear, retina, snn tongue. Also obsarved were reductions in early
individual pup weights and pup survwar fongs i Y and i 1 incid of stillbirths.
There are no well lled studies h . usa diltiazem hydrochloride in
pregnant women only if the potential henan ]uslrl'mi 1he wenml tisk 10 the fetus.
Nursing Mothers. Diltiazem is excreted in human milk. One report suggests that concentrations in
breast milk may approximate serum levels. If use of diltiazem hydrochloride is deemed essential, an
alternative method of infant feeding should be instituted.
Pediatric Use. Safety and effectiveness in children have not been established.
ADVERSE REACTIONS
Serlous adverse reactions to diltiazem hvdrochlorida have been rare in studies with ather formula-
tions, as well as with Dilacor™ XR. It should be that with impaired ven-
tricular function and cardiac conduction abnormalities have usually been excluded from these stud-
les.
The most ¢ dy events f y 21%) in placebo clinical h stud-
ies with Dilacor™ XR using daily doses up to 540 mg are listed in the table below with pianeho
treated patients included for comparisan.

MOST COMMON ADVERSE EVENTS
IN DOUBLE-BLIND, PLACEBO-CONTROLLED HYPERTENSION TRIALS*

fion in alkaline phosphatase and buhrubm hava been observed in clinical studies. Such elevations Dilacor™ XR Placebo
were usually transient and | Ived even with ¢ 1 diltiazem treatment. In rare Adverse Events n=303 n=87
fevath ; in alkaline phosphatase, LDH, SGOT. SGPT, and other ph (COSTART Term| # pts (%) # pts (%)
consistent mtll acute hepatic inju ang hm been nated. These reactions tended to occur early after rhinitis 291961 71801
therapy initiation (1 to 6 weeks) have bean upon d of drug therapy. The Nadtach 21 lﬂbi 12 (138)
relationship to diltiazem s uncertain in some cases, but probable in some others (see P| CAU- p:aryng;is 17 (5.6) 1(46)
TIGNS, constipation 11 (36) 2(23)
Gi . Diltiazem hy hloride is I bolized by the liver ann Is excreted by the kid- ﬁﬂguﬁ:ﬁ? ?Egg: f:ﬁ:
neys and in bile. As umh any drug given over | peri should be adema, peripheral 7i23) 010.0)
monitored ot regular intervals. The drug should be used with caution in patpams with impaired renal myalgia 123) 010.0)
or hepatic function. In subacute and chronic dog and rat studies designed to produce toxicity, high diarrhea 62,0} 010.0)
doses of diltiazem were with hepatic d In specia| sub ic studies, oral vomiting 8120 010.0)
doses of 125 mg/kg and higher in rats were iated with the histological changes in the liver sinusitis §12.0) 1000
which were reversible when the drug was discontinued. In dogs, doses of 20 were also associ- asthenia 517} 010.0)
ated with hepatic changes: however, these changes were reversible with continued dosing. pain, back 5(1.7) 2231
Dermatological events (see ADVERSE REACTIONS) may be transient and may disappear despite con- nausea 517} {11
tinued use of diftiazem hydrochlonde. However, skin eruptions nmg.rasairlg to erythema multiforme dyspepsia 4013) 0(0.0)
andlor exfoliative dermatitis have also been infreg y reparted. Should a d logh i vasodilatation 40131 0(0.00
persist, the drug should be discontinued, injury. accident 4013) 0(0.0)
Although Dilacor™ XR utilizes a slowly drsmtagwtmg ma‘rm caution should shrl be used in patients pain, abdominal 31100 0.10.00
with p 0 severs g gic or . There have been no arthrosis 3(1.0) 010.0)
mpnrls of ob y in with known stri n with the ing of insomnia 30100 0{0.00
Dilacor™ XR. dyspnea ano 00000
Information for Patients. Dilacor™ XR capsules should be taken on an empty stomach, Patients rash 3010 T
should be cautioned that the Dilacor™ XR capsules should not be opened, chewed or crushed, and tinnitus 3010 010.0)

should be swallowed whole.
Drug Interaction. Due to the potential for additive effects, caution and careful titration are warranted
in patients receiving diltiazem hydrochloride mﬂwmutnnlly with any egents known to affect cardiac
contractility and/or conduction (see WARNINGS). Ph logic studies indi that there may he
additive effects in prolonging AV conduction when using b

beta-block

with diltiazem h\ﬂmhluﬂdu {see WARNINGS). As with all. drugs. care shnuhd be exercised when

Dmmem by

of diltiazem | hydrochloride with other
agents whn;h follow the same route of biotransformation may result in the competitive inhibition of
metabolism. Dosages of similarly metabolized drugs, such as cyclosporin, particularly those af low
Iheraneulu: ratvn or in manu \Mlh rsnal_snd!or hepatic irnpmrme]'n may requure adlualmenl when

starting or slopping ¥ d diftiazem h ide to p thera-
peutic blood levels.
Beta-Blockers: C and lled d studies snggm that concomitant use of dilti-

azem hydrochloride and beta-block ISLISU&“V".-'
pradict the effects of i in
conduction abnormalities. Administration of diltiazem ¢ with p
in five normal volunteers resulted in increased propranolol levels in all subjects and the bdmalinbil-
ity of propranclol was increased app ly 50%. If therapy is initiated or

le data are not sufficient to
- dysfunction or cardiac

w-lh IelI_

*Adverse events occurring in 1% or more of patients receiving Dilacor™ XR.

The following additional events [COSTART Terms|, listed by body system, were reported infre-
quently in all subjects and hypertensive patients who received Dilacor™ XR (n=425); Cardiovascular:
First-degree AV block, mia, postural hypotension, tachycardia, pallor, palpitations, phiebitis,
ECG abnormality, ST elevation; Nervous System: Verllgu hypertonia, paresthesia, dizziness, somno-
lence; Digestive System: Dry mouth, i ion; Skin and Appendages

Sweating, urticaria, skin h {nevus); A i v Sy Epistaxis, bronchitis, respiratory
dhorder Uronemlal S\rstem Cys(ms kidney calcul e, dy rhea, vaginitis, p

d Goul‘ udamn. loskeletal System: Arthralgia, bur-
ﬂtls, bcne pain; Harnrc and Lymphatic Syst Body as a Whole: Pain, unevalu-

able reaction, neck. pain, neck ng:drt\n fever, :hﬁt pain, malaise: Spectul Senses: Amblyopia (blurred
vision), ear pain,

OVERDOSAGE OR EXAGGERATED RESPONSE

Overdosage experience with oral diltiazem hydrochloride has been limited. The administration of
ipecac to induce vomiting and activated charcoal to reduce drug absorption have been advocated as
initial 'dl;nr::ns of intervention, In addition to gastric lavage, the following measures should also be
cons

el LR : 1 RN

in conjunction with propranolol, an adjustment in the propranolol dose may be
WARNINGS),

Cimetidine: A study in six healthy volunteers has shown a significant increase in peak diltiazem
plasma levels (58%) and area-under- II'HH.‘HI'W 153%) aﬂer a 1 week course of cimetidine at 1,200 mg
per day and dmmnm 60 mg per da produced smaller, ignificant i The
effect may be d by ‘s known inhib of hepatic h P-450, the enzyme
system responsible far the first-pass meubohsm of diltiazem. atients currently receiving diltiazem
therapy should be carefully monitored for a change in pharmacological effect when initiating and dis-
continuing therapy with cimetidine. An ad}uslm&m in the duma:em dose may be warranted

Digitalis: Administration of diltiazem h hloride with digoxin in 24 healthy male subjects
increased plasma digoxin concenlrations apnmx:malal\r 20%, Another investigator found no increase
in digokih levels in 12 patients with coronary artery disease. Since there have been conflicting results
regurding the effect of digoxin levels, it is recommended that digoxin levels be monitored when initi-
ating, adj and ing diltiazem hyds ide therapy to avoid possible over- or under-
digitalization see WARNINGS).

Anesthetics: The depression of cardiac contractility, conducllﬂtv‘ and auinrnalamv as well as the vas-
cular dilation associated with anesthetics may be
used concomitantly, anesthetics and calcium channel blockers should be titrated carefully.

{see

References:

dy t 10,60 to 1.0 mgl. If there is no response to vagal bloch
ter isoproterenal cautiously.

AV Block: Treat as for bradycardia above. Fixed high-degres AV black should be treated

with cardiac pacing.

Cardiac Failure: A i pic agents (d ine of dol ingl and diurati

Hyp ion: Vasop {e.g. dopamine or | | bitartrata).

Actual trestment and dosage should depend on the severity of the clinical situation as well as the
judgrmient and experience h! "&ﬂ""'ﬂ physician.

Dueto bali ations after a standard dose of dilti can vary over

tenfold. which significantly Ilmm Ihe1r value in g cases of dosag

Charcoal hemoperfusion has been used successfully as an adjunct therapy to hasten drug elimina-
tion, Overdoses with as much as 10.8 gm of oral diltiazem have been successfully treated using
appropriate supportive care.

CAUTION: FEDERAL (U.S.A.) LAW PROHIBITS DISPENSING WITHOUT PRESCRIFTION

Please see product circular for full prescribing information.

1. Graney WF: Clinical experience with a once-tlaily, jed-release formulation of dilt
Am J Med 1992,33{Suppl 2A): 565-545.
2. 1992 Drug Topics® Red Book® Update. Oradell , NJ, Medical Economics Co. Inc.; December 1992
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Now, for hypertension
Once-a-day

DILACOR: * I

(diltiazem HCI)

DILACOR XR effectively |bwers blood pressure
for 24 hours in the majority of patients?

DILACOR XR offers the classic diltiazem safety
profile across the entire dosing range*

DILACOR XR makes diltiazem a cost-effective
choice for the treatment of hypertension?

Please see adjacent page for brief summary of prescribing information




In arthritis therapy:

Because you're concerned
about G.I. reactions...

NSAIDs may adversely affect the hematologic, hepatic, renal, and gastrointestinal
systems, although G.I. reactions occur most frequently.
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voitaren®
diclofenac sodium

Enteric-Coated Tablets
Brief Summary (See full Prescribing iInformation)

INDICATIONS AND USAGE

Voltaren is indicated for acute and chronic treatment
of the signs and symptoms of rheumatoid arthritis,
osteoarthritis, and ankylosing spondylitis.

CONTRAINDICATIONS

Patients with hypersensitivity to it, in whom Voltaren,
aspirin, or other nonsteroidal anti-inflammatory
drugs induce asthma, urticaria, or other allergic-type
reactions.

WARNINGS

Gastrointestinal Effects

Risk of G.I. ulcerations, bleeding and perforation with
nonsteroidal anti-inflammatory therapy: Serious GC.I.
toxicity can occur at any time, with or without warning
symptoms, during chronic treatment. The occur-
rence is about 1% after 3-6 months, 2-4% after a year.
Patients should be informed of signs and symptoms
of serious C.I. toxicity and what to do if it occurs. No
subset of patients not at risk has been identified. Prior
history of serious G.l. events and other risk factors of
peptic ulcer disease, e.g., alcoholism, smoking, etc.,
have been associated with increased risk. The elderly
and debilitated tolerate ulceration and bleeding less
well than other individuals and most spontaneous
reports of fatal G.I. events are in this population. G.I.
ulceration and bleeding can occur without warning
symptoms and chronically treated patients should be
followed. It is recommended that patients be
maintained on the lowest dose of diclofenac sodium
possible consistent with achieving a satisfactory ther-
apeutic response.

Hepatic Effects

As with other nonsteroidal anti-inflammatory drugs,
elevations of one or more liver tests may occur during
Voltaren therapy. These laboratory abnormalities may
progress, may remain unchanged, or may be tran-
sient with continued therapy. Borderline elevations,
(i.e., 1.2-3 times the upper limit of normal (ULN)), or
greater elevations of transaminases occurred in about
15% of Voltaren-treated patients. The SGPT (ALT) test is
probably the most sensitive indicator of fiver injury. In
clinical trials, meaningful elevations fi.e., more than
3times the ULN) of SGOT (SGPT was not measured in all
studies) occurred in about 2% of approximately
5700 patients at some time during Voltaren treat-
ment. Inalarge, open, controlled trial, meaningful ele-
vations of SGOT and/or SGPT occurred in about 4% of
3700 patients treated for 2-6 months, including
marked elevations (i.e., more than 8 times the ULN) in
about 1% of the 3700 patients. In that open-label
study, a lower incidence of borderifine 1.2-3 times the
ULN), moderate (3-8 times the ULN), and marked
(>8 times the ULN) elevations of SGOT or SGPT was
observed in patients randomized to other NSAIDs.
Transaminase elevations were seen more frequentlyin
patients with osteoarthritis than in those with rheu-
matoid arthritis (see ADVERSE REACTIONS).

Transaminase elevations were reversible on cessa-
tion of therapy, and among 51 patients in all studies
with marked elevations, signs and symptoms of liver
disease occurred in only 3 cases, and only 1 patient
developed jaundice. Most patients with borderline
elevations did not have therapy interrupted; trans-
aminase elevationsin most of these cases disappeared
or did not progress. There were no identifying fea-
tures to distinguish those patients who developed
marked elevations from those who did not.

In addition to the enzyme elevations seen in clinical
trials, rare cases of severe hepatic reactions, including
jaundice and fatal fulminant hepatitis, have been
reported.

Because severe hepatotoxicity may develop with-
out a prodrome of distinguishing symptoms, physi-
cians should measure transaminases periodically in
patients recelving long-term therapy with Voltaren.
The optimum times for making the first and subse-
quent transaminase measurements are not known. In
the largest U.S. trial (open-label), which involved
3700 patients monitored first at 8 weeks and
1200 patients monitored again at 24 weeks, almost afl
meaningful elevations in transaminases were
detected before patients became symptomatic. in
42 of the 51 patients in all trials who developed marked
transaminase eievations, abnormal tests occurred
during the first 2 months of therapy with Voltaren.
Based on this experience the first transaminase mea-
surement should be made no later than 8 weeks after
the start of Voltaren treatment. As with other NSAIDs, if
abnormal liver tests persist or worsen, if clinical signs
and/or symptoms consistent with liver disease develop,
or if systemic manifestations occur (e.g., eosinophilia,
rash, etc.), Voltaren should be discontinued.

Te minimize the possibility that hepatic injury will
become severe between transaminase measure-
ments, physicians should inform patients of the warn-
ing signs and symptoms of hepatotoxicity (e.g.,
nausea, fatigue, lethargy, pruritus, jaundice, right
upper quadrant tenderness and “flu-like” symptoms),
and the appropriate action to take should these signs
and symptoms appear.

PRECAUTIONS

Allergic Reactions: As with other nonsteroidal anti-
inflammatory drugs, allergic reactions including ana-
phylaxis, have been reported.

Fluid Retention and Edema: Fluid retention and
edema have been observed in some patients taking
Voltaren.

Renal Effects: Cases of significant renal failure in
patients receiving Voltaren have been reported from
postmarketing experience, but were not observed in
over 4,000 patients in clinical trials during which serum
creatinines and BUNS were followed serially. Since
Voltaren metabolites are eliminated primarily by the
kidneys, patients with significantly impaired renal
function should be more closely monitored than sub-
Jjects with normal renal function.

Porphyria: The use of diclofenac in patients with
hepatic porphyria should be avoided.

Drug Interactions )
Aspirin: Concomitant administration of Voltaren and
aspirin is not recommended. ‘

Anticoagulants: NSAIDs affect platelet function as
well, concurrent therapy with all NSAIDs, including
Voltaren, and warfarin requires close monitoring of
patients to be certain that no changein their anticoag-
ulant dosage is required.

Digoxin, Methotrexate, Cyclosporine: Voltaren,
like other NSAIDs, through effects on renal
prostaglandins, may cause increased toxicity of
digoxin, methotrexate, and cyclosporine.

Lithium: \oltaren decreases lithium renal clearance
and increases lithium plasma levels. In patients taking
Voltaren and lithium concomitantly, lithium toxicity
may develop.

Oral Hypoglycemics: Physicians should consider
the possibility that diclofenac may alter a diabetic
patietr;t’s response to insulin or oral hypoglycemic
agents.

Diuretics: voltaren and other NSAIDs can inhibit the
activity of diuretics. Concomitant treatment with
potassium-sparing diuretics may be associated with
increased serum potassium levels.

Other Drugs: In small groups of patients
(7-10/interaction study), the concomitant administra-
tion of azathioprine, gold, chloroguine, D-penicil-
lamine, prednisolone, doxycycline, or digitoxin did not
significantly affect the peak levels and AUC values of
Voltaren.

Drug/Laboratory Test interactions

Effect on Blood Coagulation: Voltaren increases
platelet aggregation time but dces not affect bleed-
ing time, plasma thrombin clotting time, ptasma
fibrinogen, or factors V and Vil to XII.

Pregnancy Category B

There are no adequate and well-controlled studies in
pregnant women. Voitaren should be used during
pregnancy only if the benefits to the mother justify
the potential risk to the fetus. Because of the known
effects of prostaglandin-inhibiting drugs on the fetal
cardiovascular system (closure of ductus arteriosus),
use of Voltaren during late pregnancy should be
avoided.

Labor and Delivery

The effects of Voltaren on labor and delivery in preg-
nant women are unknown. However, as with other
nonsteroidal anti-inflammatory drugs, it is possible
that Voltaren may inhibit uterine contraction.
Nursing Mothers

Voltaren has been found in the milk of nursing mothers.
As with other drugs that are excreted in milk, Voltaren is
not recommended for use in nursing women.
Pediatric Use

Dosage recommendations and indications for use in
children have not been established.

ADVERSE REACTIONS

The incidence of common adverse reactions (greater
than 1%) is based upon controlied clinical trials in
1543 patients treated up to 13 weeks. By far the most
common adverse effects were gastrointestinal symp-
toms, most of them minor, occurring in about 20%,
and leading to discontinuaticon in about 3%, of
patients. Peptic ulcer or G.I. bleeding occurred in clini-
cal trials in fess than 1% of approximately 1800 patients
during their first 3 months of diclofenac treatment
and in less than 2% of approximately 800 patients fol-
lowed for 1 year. Comparative rates were 0.2% for
peptic uicer or G.I. bleeding in approximately
2000 diclofenac-treated patients and 0.6% in approxi-
mately 600 aspirin-treated patients.

In double-blind trials there were fewer minor gas-
trointestinal complaints in 1227 patients treated with
Voltaren than in 721 patients treated with aspirir,
22% Vs 33% (compared to 13% on placebo).

The following adverse reactions were reported in
patients treated with Voltaren:
ltnc‘ldence Greater Than 1% (All derived from clinical

rials.)

Body as a Whole: Abdominal pain or cramps*,
headache?, fluid retention, abdominal distention.

Digestive: Diarrhea*, indigestion*, nausea*, consti-
pation*, flatulence, liver test abnormalities, PUB, i.e.,
peptic ulcer, with or withcut bleeding and/cr perfora-
tion, or bleeding without ulcer (see above and also
WARNINGS).

Nervous System: Dizziness.

Skin and Appendages: Rash, pruritus.

Special Senses: Tinnitus.

*Incidence, 3% to 9% (incidence of unmarked reac-
tions is 1-3%)

Incidence Less Than 1% — Causal Relationship
Probable (Adverse reactions reported only in world-
wide postmarketing experience or in the literature,
not seen in clinical trials, are considered rare and are
italicized.)

Body as a Whole: Mzlaise, swelling of lips and
tongue, photosensitivity, anaphylaxis, anaphylactoid
reactions.
f’af.‘ardiovascular: Hypertension, congestive heart

iure.

Digestive: Vomiting, jaundice, melena, aphthous
stomatitis, dry mouth and mucous membranes,
bloody diarrhea, hepatitis, appetite change, pancrea-
titis with or without concomitant hepatitis, colits.

Hemic and Lymphatic: Hemcglobin decrease,
leukopenia, thrombocytopenia, hemolytic anemia,
aplastic anemia, agranulocytosis, purpura, allergic
purpura.

Metabolic and Nutritional Disorders: Azotemia.

Nervous System: Insomnia, drowsiness, depres-
sion, diplopia, anxiety, irritability.

Respiratory: Epistaxis, asthma, laryngeal edema.

Skin and Appendages: Alopecia, urticaria,
eczema, dermatitis, buflous eruption, erythema
multiforme major, angicedema, Stevens-Johnson
syndrome.

Special senses: Blurred vision, taste disorder,
reversible hearing loss, scotoma.

urogenital: Nephrotic syndrome, proteinuria, ofi-
guria, interstitial nephritis, papillary necrosis, acute
renal failure.

Incicence Less Than 1% — Causat Relationship
unknown (Adverse reactions reported only in world-
wide postmarketing experience or in the literature,
not seen in clinical trials, are considered rare and are
italicized.)

as a Whole: Chest pain.

Cardiovascular: Palpitations, flushing, tachycar-
dia, premature ventricular contractions, myocardial
infarction.

Digestive: Esophageal lesions.

Hemic and Lymphatic: Bruising.

Metabolic and Nutritional Disorders: Hypogly-
cemia, weight loss.

Nervous System: Paresthesia, memory distur-
bance, nightmares, tremor, tic, abnormal coordina-
tion, convulsions, disorientation, psychotic reaction.
thespimtory: Dyspnea, hyperventilation, edema of

arynx.

Skin and Appendages: Excess perspiration, exfoli-
ative dermatitis.

Special Senses: Vitreous floaters, night blindness,
amblyopia.

Urogenital: Urinary frequency, nocturia, hematu-
ria, impotence, vaginal bleeding.

Printed in U.SA. €92-29 (Rev.5/92)

H GEIGY Pharmaceuticals
e lg y Division of CIBA-GEIGY Corporation
Ardsley, NY 10502
©1992, CIBA-GEIGY Corporation. 388-22871-A






RELAFEN

e

For the treatment of osteoarthritis
and rheumatoid arthritis

m Efficacy comparable to naproxen or aspirin

A low incidence of peptic ulcers

Convenient once-a-day dosing

®m Usual starting dose 1000 mg/day, taken
as two 500 mg tablets

Please see brief summary of prescribing information on adjacent page.

SmithKline Beecham
Pharmaceuticals

Philadelphia, PA 19101

£ SmithKline Beecham, 1992




RELAFEN®

brand of nabumetone
ion In SmithKiine Beecham Pharmaceuticals literature or PDA. The fol-

See comp ing
lowing s a bris! summary.
CUNICAL PHARMACOLDGY: Aelafen s a nmstamml anti-inflammatory drug (NSAID) that exhibits anti-
analgesic and studies. As with other nonsteroidal anti-
mn;mrrlllﬂr\r agents, its mode of action 15 not Imwn However, the ability to inhibit prostaglandin synthesis
may bé involved in the arm-omlammamqr effect.
The parent compound Is a which unde: h biotransformation to the active component,
6-methany-2-n etic acid (BMMA), a potent inhibitor of prostaglandin synthesis.

INDICATIONS AND USAGE: Acute and chronic treatment of signs and symptoms of osteoarthritis and rheuma-
Toid arthitis.

CONTRAINDICATIONS: Patiems (1) who have p ly exhibited i 10 it; (2} in whom Relafen,
aspirin or other NSAIDS induca asthma, urticaria or other allargic-typs reactions.

WARNINGS: Remain alert for ulceration and bleeding in patients treated chronically, even in the absence of
revious G.1. tract symptoms

n controfled clinical inials involving 1677 patients treated with Relafen (1 140 followed for one year and 927 for
two years), the cumulative incidence of peptic ulcers was 0.3% (95% Ci; 0%, D.6%) at three 1o six months,
05% (35% CI; 0.1%, 0.9% alonsm!andllﬂ%{ﬂﬁ%m 0.3%, 13%!3”\1\0 rs. Inform nis of the
signs and symploms of 5 6.1 toxicity and what steps o take If they occur. In patients with active peptic
ulcer, weigh the benefits of .‘Mam therapy against possible hazards, institute an appropriate ulcer treatment
mmim:uw mtnhgw mnaummf udusﬁr?mh the ended d ), anticipate banefit

O use in the: recomm osage range), anticipate beny
sufticient to the potential lrmms:r K of G.1. towicety.

PRECAUTIONS: Because nabumetone undergoes extensive hepal: metabolism, no adjustment of Relafen dos-
:&upmnmwnmsmsmnmlmmwm - a5 with all NSAIDs, monitor patients
h impaired renal function more closely than patients with normal renal function

Evaluate patients with symptoms andfor signs s:?w}nn Iiver dystunction, or in whom an abnormal liver test
has occurred, for evidence of the development of a more severs hepatic reaction while on Refafen therapy. I
abnormal liver tests persist or worsen, If clinical slons and symploms consistent with fiver dissase develop, or
if systemic manifestations occur (e.g., rash, efc.), Relafen. Use Relafen cautiously in
patients with severs hepatic impairment,

As with other NSAIDs, use cautiously in patients with & history of cong hean tallure, hyp

Based on UV light phot tivity testing, ﬂmm'lmayue with more jons to sun
than might be expected based on skin tanning
m:a may wish ln discuss with thar bants the potential risks (see WARNINGS, PRECAUTIONS and
RSE REACTIONS) and likely benefits lrwmanl bmlculeny when the drugs are used for less
su"jlnhus Wms where treatment without N D 1o both the patient
and the pl
Exreise caution when administering Relafen with warfarin since interactions have been seen with other NSAIDs,
In twa-year studies conducted in mice and rats, nabumetone had no statistically significant tumorigenic effect
Nabumetone did not show mutagenic potential I the Ames test and mouse m]umuclm test in vivo. Hmuer
nabumetone- and BMNA-treated 25 in culture showed chromosomal aberations at B&nc
higher copcentrations {equal to the average human exposure to Refafen at the maximum recom
Nabumemnodhnul impalr fertility of male or female rats treated wwadomsﬂ:?ﬂmn.ﬂm‘%nmm ln?
Cﬂ;gry G: Naburnm!ne did not cause  any leralogenic effect in rats given up 10 mug and in
mtmhs up 1o orally, d in rats at W
orafly and at h%’m doses EWJII o the average niman EXpOsUTe 10 GMNA at the maximum recommend
human dose; ere are no adequate, well-controlied studies in pregnani women. Use the drug during preg-
nancy only if clearly needed. Because of the known effect of prostaglandin-synthesis-inhibiting drugs on the
human fetal cardiovascular system (closure of ductus aneriosus), use of Refafen during the third trimester of
%l;!wnqr is not recommended.
€ effects of Relaen on labor and d In women are not known. As with other drugs known to Inhibit
an d incidence of dystocia and delayed parturition occurred in rats treated
thraughout pregn

a
It is not known whether nabumetone or (s metabolites are excreted in human milk; however, GMNA is excreted
In the mitk of lactating rats. Because of the possible adverse effects of prostaglandin-synihesis-inhibiting drugs
on neonates, Rslafen is not recommended for use in nursing mathers

Safety and efficacy in children have not been established.

Of the 1677 patiants in U5, cinical studies who wera treated with Refafen, 411 patients (24%) were B5 years
of age or oider; 22 patients (1%) were ‘.-‘:oJuals of age or older No overall ditferences in efficacy or safety werm
observed between rgese older patients a ﬁa%ﬂ ones. Similar results were observed in a one-year, non-US.
postmarketing survedfiance study of 10800 Aefafen patients. of whom 4577 patients (42%6) were 65 years of
age of older.

ADVERSE REACTIONS: Incidence =1%—Probably Causally Related—Diarrhea éu%}. psia (13%),

abdominal pain (12%6), E:onsttea ior”, flstulence’, nausea’, Wsﬂlvu stool uua:ac iry mouth, gastritis, sto-

matitis, vomiting, diziness® dache”, fatigue, sweating, er I
pruriius®, rash’, Ilnnllus edema”

tnchime of reported reaction between 3% and 9% Reactions occurring in 19 to 3% of the patients are

una:

Incidence <1%—Probably Causally Related'—Anoreda, jaundice, ulcer,

gasiric ulcer, gastroenterills, gaslmlnlﬁlna.l bleeding, Increased appetite, Iwer function abnermlltl'es

medena, asthenia, umlamn aniiety, malaiss, tremor, vertigo, bullous
" p , urticania, P cutanea !arda vasculitis, weight qaln dyspnea,
i \ fa, azotemia, i nephiitis, vision, foid reaction,
angioneurotic egema 2
Incidence <1%—Causal Relationship f—8il duod eructation, gall
qgingivitis, glossitis. pancreatitis, rectal bmmng nightmares, acne, mpncla. erythema multiforme, Stevens-
Johnsen Syndrome, angina, arthythmia, Infarction, pal

thrombophiebitis, asthma, cough, dysurta, hematuria, lmwtanua. renal stones, taste disorder, fever. chills.

‘r.ﬂdvmie reactions reported only in p ] ,' or in the | are talicized

OVERDOSAGE: If acute overdose occurs, emply the stomach by vomiting or lavage and institute general sup-
portive measures as necessary. Activated charcoal, up to 60 grams, may ively reduce nabumetone absorp-
tion, Coadministration of nabumetone with charcoal to man has resulted in an 8006 decrease in maximum
asma concentrations of the active metabolite.
ne overdose occumed in a 17-year-oid female patient who had a history of abdominal pain and was hospitalized
rnr nncmsed abdominal pain following ingestion of 30 Redafen tablets (15 grams total). Stools were negative for
occull biood and there was no fall in serum hemoglobin concentration. The patient had no other symptoms. She
was given an He-receptor antagonist and discharged from the hospital without sequelas.

DOSAGE AND ADMINISTRATION: Recommended starting dose: 1000 mg taken as a single dose with or without
food. Some patients may obtain more symptomatic refiel from 1500 mg to 2000 mg daily. Dosages over 2000
mg daily have not been studied, Use the lowest effective dose for chronic treatment

HOW SUPPLIED: Tablets: Oval-shaped, film-coated! 500 mg—white, imprnted with the product name

RELAFEN and 500, in bottles of 100 and 500, and In Single Unit Packages of 100 (intended for institutional
use onéy'; 750 mg—beige, imprinted with the product name RELAFEN and 750, in bottles of 100 and 500,
gle Unmmnoes

and In of 100 {intended for institutional use only).

Store at controfled room temperature (53° 1o 86%F) In well-closed container; dispense in light-resistant container,
500 mg 100°s: NDC 0029-4851-20 750 myg 100's: NDC 0029-4852-20

500 mg 500's: NDC 0029-4851-25 750 mg 500's: NOC 0029-4852-25

500 mg SUP 100's: NOC 0029-4851-21 750 mg SUP 100's: NDCMZB

© Smithiline Beecham, 1992 BRS-AL:L3

HELP PREVENT
HEART ATTAGK
WITH A STROKE,

The back stroke. The crawl. The butterfly. It doesn’t
matter which you choose, as long as you do it up to 40
minutes, 3 to 4 times a week. Or try cycling or jogging.
Any type of aerobic exercise program can help reduce
your risk of heart attack and stroke. The only hard part
is diving in. To learn more, contact the American Heart
Association, 7272 Greenville Avenue, Box 47, Dallas,
TX 75231-4596.

You can help prevent heart disease and stroke.
We can tell you how.

American Heart Association Q’

This space provided as a public service.  ©1992, American Heart Association
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From Mead Johnson Laboratories

Acute pain relief...
from a nasal spray




STADOL: NS [~ —

(butorphanol artrate) Nasal Spray

Acute Pain Relief,
Delivered in Minutes

Brie! Summary

INDICATIONS
STADOL® NS*{butorphanol tartrata) Nasa| Spray is indicated for the manapement of pain when the usa of an opioid anaigesic ks ap-

CONTRAINDICATIONS

STADOL NS &8 in patients fy Ve 10 tartrate or the preservative benzethonium chioride.
WARNINGS
mwummmm mended for use in patients dependant on
not recom ust

tignts should have an period of withdrwal from oplokd beginning butorphanol 1nmuﬁ
m wmmmﬂ’wmmammmmm
Because of the difficulty | mmgl recarved repeated narcotic analgesic
medication, caution shauld ) mm&m Snt
PRECAUTIONS
Head mmlalm
hs Mﬂlwﬂw fpatients with head injury may be associated with carbon dicide retention and sec-

fuld pressure, drug-induced mibsis, and In mental state that would obscure the inter

uza outweigh the

o . pruduuraspquaprmhn Mmmmmmmm patients sufterl
o
from Pﬁﬁmwwm BRI

Hepatic and Renal

mmmm nmnmmmmmsrmmmmemmm&smmns

response has been well Subsequent doses should be determined by patient response rather than being schaduled

Hioad intervals.,

Because mnmmmmmmmm of butorphanal in patients with

acute Wm«mm Covonary Insuiancy shouk b e f s Suaons wher e bere

&MWWM

Savers hypartension has besn reparted rarely during biomphanol therapy. In such cases, should be discontinued and
nalgnong has aso bean reported

;»hmmmmmmmdm In patients who are not opiokd

Dmh‘llrlﬂl

Concurrent use of butorphanal with central narvous system depressants (e bartiturates, tranquilizers, and antihis-
Mmmgmmm%ww E\ﬂm wﬁm\wmmmmmu
m‘“ﬂmﬂm smallest affective I‘MW mvlml! ﬂm

concemiantly with drugs that polentiate the action of apioids.
nummmmmmﬂw z{mmmmmumm hepatic metabafism of drugs (cimet:

ding, erythromycin, theophylline, tc.), but physicians be alert to the possibiity that a smaller intial dose and longer inter:
mmmmum I
mmwsrmnsms«wWMnmmmmmmmnm

but the rate of absorption s decreasad. Therefore, a siower mmmmmmmsmnmmmnk
m,ummfﬂmﬂ.lmmm

No information & available about the use of butorph with MAD inhibil

Use in Ambulalory Patients
Drowsiness and dizziness related to the use of butorphanol may impair mental and/or abilities required for the -
mwwmm{mmmmm e}, Patients ummwmn activ

Alcohot should not be med whiie butorphanal, Concurrent use of butorphanol with central nervous system
'8_'“?{ mw%w&iwmlmgnhmm w&”ﬁ#

Patients should ba instructed on the proper use of STADOL NS.

.llllhlrlnh-. rment of Fertil
h‘gnﬂwmﬂy“
Wmmmhsmwswmmmmmmwmmm

mo/kgiday iad 2 reduced pregrancy rate. Howewer, 2 simiar efect was not observed
m;zsmmnuusmmm? 2 a i

Pregnancy

Progrincy Category G

There are o adequate and well-controlled muwmmmm:ﬂ uahsdmbn
studies in mice, rats and rabbits during arganogenesis

WM

mmu?m had a mmm
auummummwwlimm wmfoéﬂﬂmaul %
Labor and Delivery
nmmummwmw«mmmxmmwmmmmmm

Mothers
wmmmmmmmmw w an infant
probably cinically (estimated 4 microgram/fiter of mmwzmmwmuam

mmnmmmmmaummummmnmummwww
appear in the milk in similar amounts following the niasal routs of administration.

Pediatric Use
Wumwlwwhmm 18 years of age because salety and efficacy have ot bean established in

Gerlatric Use

Initiafly @ 1 mp doss of STADOL® NS™ rphano! tartrate) Nasal should generally be used in genatric patients and 80-120

nﬂm.hl mmm%am&mﬂm

Due to changes in clearance, the mean hall-ife of bulorphanol is incraased by 25% (to over 6 In patients over the age of 65.
mmmmmm

Eiderly be more sansitive 10 its sids effects. Results from a long-term clinical

may be mm«mmwﬂmmmwm

ADVERSE REACTIONS

Atotal of 2446 were studied in butorphanol WHMSTMMMMM

receiving ST |nmammwmmmot effects with butorphanal by any fouts were those commonty

The adverse expariences destribed :rultulmhl‘runﬂm Mﬂhh:ﬂsﬂs w
and from post-marketing m:mmmm attmpt

:&:ﬂhmmw mm e

experiences across af clinical triais with STADOL

MTU and STADOL NS were somnolence
fﬁﬂj,mﬁ WMWMHS"&] I fong-term trials with ST) NS only, nasai congestion (13%) and in-

maﬂm«wmmmmmmm%mm  and were considered to be probably related to the
use of butorphanol:

BOOY AS A WHOLE: asthenialethargy®, headache, sensation of heat

CARDIOVASCULAR: VASODILATION®, PALPITATIONS

DIBESTIVE: ANOREXIA®, CONSTIPATION", dry mouth", nausez and/or vomiting (13%), stomach pain

MERVOUS: , confusion”®, dizziness (19%), euphoria, floating , INSOMNIA (11%), nenvousness, paresthesia, somno-
m(m;.% i ¢

RESPIRATORY: BRONCHITIS, COUGH, DYSPNEA®, EPISTAXIS*, NASAL CONGESTION (13%), NASAL IRRITATION®, PHARYNGH
TIS*, RHINITIS®, SINUS CONGESTION®, SINUSITIS, UPPER RESPIRATORY INFECTION*

SKIN AND APPENDABES: sweating/clammy”, pruritus

g{rgaal%mn blurred vision, EAR PAIN, TINNITUS®, UNPLEASANT TASTE* (also seen in short-1erm trials with

Reactions with 0f 3-8% are marksd with an asterisk.™ Reactions reported pradominantly from long-term tri-
S STAOOL WS CAPTALZED) -

of less than 1%, in clinical trials or from post-marketing experi-
e G w10 08 DY € 101 U5 0 DTl
CARDIOVASCULAR: hypotension

NERVOUS: mmmmmmmm
rash/hives

SKIN AND APPENDAGES:

UROGEMITAL: Impaired urination

(Reactions reported only from post-marketing experience are faicized )

mmusmwmmm\ﬂu mmmmmummmmuhmww@:ﬁ
butorphanol administration s mmmmmmmnmmwmm

BODY AS A WHOLE: edema

CARDIOVASCULAR: hypertension

NERVOUS: convulsion, defusions, depression

RESPIRATORY: apnea, shallow breathing
{Reactions reported only from post-mariesting experience am italicized )

m m“mwuwdammmmmwmmmdmmm
be and inmmidtnb!

Mmmuﬁmulmmmmmmmmmmmwmamwm

:mmm ms'rmnm zmm had behavioral symptoms of possh
D|' ﬂr

T lmﬁm mmmmmzm mﬁ'um mﬁqmm

a day or more for fonger ifan 3 months.

wwumammw o unstabie patisnts and to those with a histary of drug

OVERDOSAGE

Glhhalﬂﬂllhlhum

The clinical manifestations of overdose are those of opioid drugs, the most serious of which are hypoventilation, cardiovascular i
sufficiency and/or coma.
mwmmmwwmmmmmhmmmmwmmm

Treatmenl
mmmﬁmw mmm : should be under o| 5& mmu

and vital signs. Oxygen wmm continual mondtoring by

n:d indicated. In the presence of coma, placement of an artificial bermnﬁ An adequate intraverious
mda Pt e maaked mummm%

mnmot such as naloxone should be considersd. As the duration of butorphanol action usually ex-

ﬂn‘mm repeated dosing with nafxnne may be required.

memﬁmé‘ determining the dose mmmmwmrmwm of

in an use

forstiic i ohe mﬁhm‘n’m%m&%‘;«“m’mmmmmﬂﬁmu

rnrm"fw\«nnum%mm}‘ i
usual recommended dose wwmmmum W nomn mmmmnt

The
m‘mﬁ rowsingss and dizziness. If adequate pain refief is not 60-50 minutes, an additional 1 my dose may

The initial two dose sequence outfined above may be repeated in 3-4 hours as needed.

Depenin 1 e ety o e pan 3 vl s o 2 (1 payn anch o)y e i i terts o il ek
wmnﬂmm " Pk Ml o el enghiah et byt 8

mlﬁkmmmmmwhmmtd exposure to health care workers.

I the process, a certain amount of butorphanol may be asrosolized, theretors the sprayer should be aimed away from
the o other peaple or animals. il i

The unit should be tispased of try unscrewing the cap, rinsing the bottle, and placing the parts in a waste container.

HOW SUPPLIED
STADOL NS Is supplied in a child-resistant prescription m\i with dust
mmmwmuumm 11-15mm 0 reprim-

NOC 0087-5650-41: 10 mg per mi, 2.5-mL bottle.

Store below 86°F Parenteral drug products should be inspectad visually for particulate matter and discoloration prior 0 ad-
mmﬁmw%m i

Mead dimsmn

LABORATORIES

@ e

CAUTION: Federal taw prohibits dispensing without preseription.



[ofloxacin inyectory

FOR INTRAVENOUS INFUSION

EXTENSIVE

oo el

L.r/'! ==

X Coverage of both common and
atypical organisms

X Highly effectivefor hospitalized patients with:

Lower respiratory tract infections,” urinary tract infections,” and uncomplicated
skin and skin structure infections’

X FLOXIN provides effective I.V. to oral
sequential therapy with no change in dosage,
potency, or coverage

NOTE: IN THE ABSENCE OF VOMITING OR OTHER FACTORS INTERFERING WITH THE ABSORPTION OF
ORALLY ADMINISTERED DRUG, PATIENTS RECEIVE ESSENTIALLY THE SAME SYSTEMIC ANTIMICROBIAL
THERAPY AFTER EQUIVALENT DOSES OF OFLOXACIN ADMINISTERED BY EITHER THE ORAL OR THE
INTRAVENQUS ROUTE. THEREFORE, THE INTRAVENOUS FORMULATION DOES NOT PROVIDE A HIGHER
DEGREE OF EFFICACY OR MORE POTENT ANTIMICROBIAL ACTIVITY THAN AN EQUIVALENT DOSE OF
THE ORAL FORMULATION OF OFLOXACIN.

FLOXIN 1.V. is indicated for the treatment of adults with mild to moderate infections caused by
susceptible strains of the designated microorganisms in the infections listed above—when
intravenous administration offers a route of administration advantageous to the patient

(ie, patient cannot tolerate an oral dosage form, etc).

The safety and effectiveness of the intravenous formulation in treating patients with severe
infections have not been established.



-

[ e e > Ly
lonoxacin ryector

A force to fight infection

b S
M

The safety and efficacy of FLOXIN in children, adolescents (under ISJ,J:rregnanr women, and
lactating women have not been established, FLOXIN s contraindicated in persons with a history

of hypersensitivity to FLOXIN or the quinolone group of antibacterial agents. Serious and
occasionally fatal hypersensitivity {anaphyfacﬁc? reactions, some following the first dose, have been
reported in patients receiving therapy with quinolones, including ofloxacin, (See Warnings.)

For information on additional adverse reactions that may occur, regardless of drug relationship,
please see brief summary of Prescribing Information,

* FLOXIN tablets; patients receive essentially the same systemic antimicrobial therapy after
equivalent doses of ofloxacin administered by either the oral or the intravenous route,
tDue to susceptible strains of indicated pathogens.

Please see brief summary of Prescribing infarmation on last page of this advertisement.



FLOXT/

10 mL and
[ofloxacin /ﬁ/ecﬂon/ 20/m. vl
FOR INTRAVENOUS INFUSION Soxtle
i B T, Ly -t
labeling.
CONTRAINDICATIONS: Ofioxacin is contraindicated in persans with a hislory of hypersensitivity to ofloxacin of
agents.

of tha quinolone group of

In the immature rat, the oral ol at5to 16 limes ih d human dosa
based on mg/kg or 1 10 3 times based on * increased the incidence and severity ol osteochondrosis. The
lesions did nol regress after 13 waeks of drug withdrawal. Olwq;mmesalsupmduoemmmsimamm

weight-bearing joints and other signs of arthropathy in immature animals of various species (See ANIMAL
PHARMACOLOGY in full Prescribing Information. |

Ofioxacin has mmuummm-.. of syphills. Antimicrobial agents used in high
dosaalorshort i g

w'lhnonoﬂheamuldhavnammtwmmlhmlmﬂmmmm Patients treated with ofloxacin
mum;mwmmmrwh 3 months.
Serious

FLOXAN =
lofoxacih ablets)

200 mg
300 mg
400 mg

Ilnnswnds‘\‘enﬂmnﬂ pauamsmmuammnmm ma.apabanm mmeﬂmmmmm
serum theopty above tha th

In 3 pati :dlnlml mmmmhmsmwmm
heophyling in clinical irais of he quenty than

pmmmlmcemwmm As with some other g may
the half-ife of theophyline, shvmmmhophﬁlmm andmaywmmemta!mmqﬂ‘m
advarse reactions. d and t dosage ady

wm &T@mmmmmwammmdmmWMImmwﬂ:
prohvombin time o ofher suable coagulaton e shoud be closely monitored.

M of Fertility: Long-term studies to determine the carcinogenic
mmialdaﬂumhavamtbunm

Oﬂo:adnwasmmho«iclnhalmbmnulm in vitro and in wis fic assay, sister
n:M{CMmhmmmﬂhummmﬂimsj.uMDNAmeS!nmhumﬂbmhlasm
assay. Oflaxacin was positive in the UDS test using rat hepatocyles
andmouuWunamw
ic Efects. P C. Ofioxacin has not been shown 1o have any teratogenic

y Category
sﬂmalmaidomaahd‘laselanwaﬂllummmmmdmmmmmmmmmw
m'urswmhnsedonmm}w1Wmmﬁay{4mmwnmnmmhumhmnmbus¢m

,tﬁlhnuihs humandouhasedonmwm'w
HIWMMM}NWMWNMMMIMWM labor, deltvery, lactation,

(anaphylactic) some fol 'hllmduse b
rmﬂedmpaﬂenurwﬂvlngﬂmpym ol includi ng i in, Some wera i
loss of lingling, duding laryngeal, al, nf!xual
edema), alrway mmmn dyspnea, urticaria, and liching. Hf an dlerg:: rmmlo ofloxacin occurs, discontinue
the drug. Sefious acule hyparsensitivity reachons may require with epinephrine and other
measures, including oxygen, fuids, pressor amines, and airway

a0 as clinically
Severe

i multipie doses) characterized by rash, fever, eosinophilia,
jaundice, andhepallcnwouswﬂhafawwmhmahnbunmdeMMrMmpnmlumq
another quinolone. Similar reactions may occur with ofloxacin, The drug should be discontinued at the first
appeu:mulsskm::durmmslwofhwmmty gmmmwmmmcm.

| viability, or growth of the newborn. Doses equivalent to 50 and 10 times the recommended maximum

MMdoudmmntbuedonmokn]mlmlem(n mmwwwwlwmmw

monality) in rats and rabbits, respectively, Minor skeletal dosesof810mg/

Hg/day, Mswamwﬁmuhqhoﬂhmhmmmndedmmumhmmdwemmdmwm
There are, however, no ad and w d studies in women, Ofloxacin should be used

mmmmmnmmmmmmmmmnulm (See WARNINGS.)

ngllolhux In lactating females, asmhordmmdmdoﬂuuaupwmmwmm«

s In milk that were similar o those found in plasma. Bacause of the p for

p and loxic hosis have been in patients
L g ofloxacin, Cuingh mayusocausscenualmmwssrm :llnuLatI.on muhma\rlead
bntwm [ , and Hm:aacmrsomumpmm
i medruu houid be discontinued and of an effect
moﬂamnmmdmmadwwnlmemmmmﬁmmm Ofioxacin does not alter the metabolism
of glucose in the ceniral nervous system based on positron emission tomography. It does not have affects upon
the elecirical patterns of brain funclion based on EEGs However, until more information becomes available,
! i Iﬁeallulher inok paﬁemswlhkmwnorsuspectadcusm
such as i il or other factors {eg, g apy) that p
1o seizures. (See mscammsw wlvsnss REACTIONS )
Pseudomem

adverse
from ofloxacin in nursing infants, a decision should be made whether to diamnmuemrslnnorwdmmmelhe
drug, taking into accoun! the importance of the drug to the mother.
Pediatric Use: Safety and effectiveness in children and adolescents below the age of 18 years have nol been
established. Ofioxacin causes arthropathy (arthrosis) and ostecchondrosis in juvenile animais of several species.

(See WARNINGS.)
ADVERSEHE&C‘I’IONSTM ingisa oS n of the data for in based on clinical i with
bath the oral and the f ! L of Ialndmmrsmbnsmpammwmn

drug-re
phase 2 and 3 cinical trials was 11%. mmnumﬂwng multipla-dose therapy, 4% discontinued of
aun ann_dwma mrpenerms

mwm-mmmmmMyum rial agents, g ofloxaci um'lhs ] i lndylnbcmqmmad iple d
wmwhmmwmwm-" id dl i of offoxaci 3% 1%; 1%; diarrhas 1% vomnhnq 1%; rash, 1%:
in patients who with diarrhea tmmmmmmwmm wrms !%n:lmlgwnimrmslnmmm 19%; mlnuls 1%, wmm, .

Treatment with antibacterial agents altars the normal flora of the colon and may permit swelling, ery 1} %of patients treated
Studies indicate a loxin ;Iuduoaﬂ by Clostridium difficila is one primary cause of WWIWN colitis.” wnh the 3.63 mg/mL final infusion of fi uud in m-dmmmmms The final
After the di colitis has been i should be Infusion ol i i in inthe prep is 4.0 mg/
initiated. Mikd cases of pmudomembrmus coiitis usually respond 1o drug alona‘ Irl o o mL To date, individuals iﬂrrmslamﬂ the 4.0 mg/mL o0 of i have
SEVETE Cases, id grvanln with fluids and L ol local injection site reactions. Due to the small difference in concentration, significant
and treatment with an oral anti drug chinically sff against C. difficile coliis. (See ADVERSE MHWSMMWUMWWWGUMLW
REACTIONS) In clinical trials, mmlwnﬂymnadm , regardiess of relationship to drug, were nausea,
PRECAUTIONS 10%:; 9% i inwomen, 6%; 5%: vaginitis, 5%; diarhea,
General 43%; and vomiting, 4%.
Because & rapid or bolus infravenous injection may result in hypotension, OFLOXACIN INJECTION SHOULD In clinical trials, the following events, regardies to drug, occurred in 1% o 3% of patients:
ONLY BE ADMINISTERED BY SLOW INTRAVENOUS INFUSION OVER A PERIOD OF 60 MINUTES. (See abdominal pain and cramps, mﬂﬂ" appetite, d’)‘m" fat

masawammmmn full Prescribing Information,)
ydration of patients wing ofloxacin should be
concentrated urine.
In patients with impaired renal function (creatinine chearance < 50 mg/mL), alteration of the dosage regimen is
necassary, (See nosnaemam«mrmm Iull Piﬁf:l‘ihlrlq Information. )

d to prevent the formation of highly

tinal distress, nenvousness, phwnqm prumus pyraxia, rash, slenpd’mders somndeme Inmﬁpam vaginal
visual di

Additional events, mmmndhwmmamnaﬂess!nan 1%, regardiess of relationship to drug, were:
Body as a whole: asthenia, chills, malaise, extramity pain, paJn aplstms
Cmmsajuf system; cardiac anrest, edema, hyp

1o savere in patiants 1o direct suniight while Gast nal system: dy gl )
receiving some drugs in this class Exoesslvs suniuh‘r shoulﬂ be avoided. Therapy should be d pr system: burning, iitation, pain and rash of the femala genitalia; dysmenarhea; menorhagia;
phototoxicity ocours. metromhagia N

kswﬂhwwmqupenodmmmema!awsymmmmmmmmmw by HEm; my; - iak
poletic, is advisable during prolonged therapy. system: m‘mo‘. m:wrw dream Y, Bup
';::ﬂ:ﬂm for ;.u-m Nutritionalimetabolic: thirst, weight loss 5
~ o drink fuids ferally I able to ke fuids by the oral route. ReSpmny Sylaas: epkecey Boel, SO IS, L ke

They react

senses: dmasod*umnqawny tinnitus, phatophobia

ol ik 4 Sped.al
before they operate an automobile or rrbachriafyotowm quiring mental and U tem wrina urinary retention
 coordination. ;mmwammmmmmM] we X mn::\rm dysuria, "fwﬂcv ahﬁmam multiple doses of ofioxacin. It s
s athe ay i il mnmwmumwmw mmanWMWWMMWMWWWMIMM
or ather aranalaru:mm (See WARNINGS and wc‘m; ; e ks R e “ ¢ G is, elovated ESA i
|unwlfemw light or artificial ult light while i ofh and o di therapy it Hepatic: slevated alkaling 4 d AST (SGOT), elevated ALT (SGPT)
phototoxicity g adri X " : 4
—mnmmwmﬁsmmmmw mmmmmm Urinary: R ‘ - i, pyuria B
aluminum-, or magnasium-based antacids, not be taken withir) — sl hip & & from with
fhe 2 hour period after taking oral ofoxacin (see Drug | and {2) oral ofloxacin should ot be taken with mwmw““‘m“‘“mn“m. ’ 2 cRifep e
food. Clinical; Cardiovascular system: wmmm pulmonary edema
Drug interactions ' . Gastroimestinal system: hepatic hepatic jaundice 0
Antacids, Man.i Camns mnm perforation, painful oral mucosa, pseudomembranous colitis
FLOXINIV.: Thara jon of i it Ganitouri system: vaginal candidiasis
multivitamins, or metal cations, Howaver, no should be with any solution containing Narvous system: psycholic reactions, ataxia, phobia, agitati th g manic reaction,
cations (eg, mhmmemmmlm :Seemeswmmmn passibh thation of my ia gravis, dysphasi
in full Prescribing Ininnnahm} . R y System: dysp h
FLOXIN tableis: mmmmmmwudmmmm Adrmini o Skinhyp itrvity: anaphylactic reactions; eryth i Johnson sy y 3
with g calcium, gn | with i mmm«wm doliative d is, hyperpig ion, toxic epid is, laryngeal edema, photosensitivity
cations such as ifon, of with F i rnny it ially interfere with the ol i

quinolones, resulting in systemic levets mﬂslﬁmbtrlumrthwmad Thmauemsﬂmwdnmnemm
the 2-hour period before or within the 2-hour period after ofloxacin adminisiration. (See DOSAGE AND
ADMINISTRATION in tull Prescribing Information.)
Caﬁew Interactions btwaen ofloxacin : and caffeina have not been detectad.

Ci has ica with the ination of some g This
in hatl-life and AUIC of some quinolones. mmmlallorlmmnbemn

h” Mo i irrite
c!le:a:-n snd l:lmehdme has not hsen studied.

E 1 % P wit i ineg with

mmmqumnms Themlonwfofmlem:mn ik in and cyclosp hasnutbeenstuiud.

; inistration of the idal anti-inf y drug

buten with sc inolones, fioxacin, has been d 1o the risk of CNS stimulation and

muiﬂwsmres msmmnmmwmmmwm
d The use of with certain mmmmwwmw
mwmmmon The effect of prob i
Al 2

id on the has not been studied.

hough ol some q ' | with theophy may result in imp

mmmamwme mmmusudumpwmmvmmmmmmlmsmadyma
dyfiing be Elsmay when ofk in and th [ ity nag

d by an

and

kmhcsmdylmnhmlsmaummalemm madymepnak phyilk i
avmufappru:hnmm andmaMJC dbyan imately 13% wh |
byl 1ndnea‘llnnhumh i

Special sanses: diplopia, nystagmus
Urinary system: polyuria, renal calcult, renal failure, unnary retention, interstitial nephvitis (See WARNINGS and
PRECAUTIONS |

o H . " . of prott in firmie

Serum y: acidosis, slavation of serum ‘_',' ides, serum chol |, serum p
: albuminuria, candiduria

Indlmnunﬂanshg multiple-dose therapy, lifies, di mmulllpls
punctate lanticular opndueemhamwmmhmmmnmﬂmuhmqum
relationship of the drugs to not prasently established.
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(NAPROXEN) 500 mg tablets
Briel Summary:
Contraladications: Patients who have had allerpic reactions to
NAPROSYN, ANAPROX or ANAPROX OS of in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
‘ps Because anaphylactic reactions usually occur in patients
ith a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hypotension associated with NSAIDs
before starting therapy. If such symptoms occur, discontinue the
drug. Warnings: Serious Gl foxicity such as bleeding, ulceration,
and perforation can occur at any time, with or without warning
srmploms in patients treated cl mnncally with NSAIDs. Remain
rt for ulceration and bieeding in such patients even in the
ce of previous G tract symptoms. In clinical trials, symp-
lumalmc upper Gl ulcers, gross bleeding or perforation ap| g:ar to
occurin agnmxtmalely 1% of patients treated for 3-6 mont
in about 2-4% of patients treated for one year. Inform natwms
about the signs and/or symptoms of serious Gl toxicity and what
steps 10 take if they occur. Studies have not identified any subset
of patients not at risk of developing peptic uiceration and bleedin
Except for a prior history of serious Gl events and other ris
factors known to be associated with peptic ulcer disease, such as
aicoholism, smoking, etc., no risk factors (¢ es age, sex) have
been associated with increased risk. Elderly or debilitated patients
seem to tolerate uiceration or bleedmu less well than others and
most spontaneous feports of fatal Gl events are in this population.
In considering the use of relalwely large doses liwnhm the recom-
mended dosage range), sufficient benefit should be anticipated to
offset the potential increased risk of Gl loxmg autions: DO
NOT GIVE IM’MSYIP NAPROXEN) CONCOMITANTLY WITH
ANAPROX® (NAPRD SODIUM) OR ANAPROX® DS
NAPROXEN UM) SINCE THEY BOTH CIRCULATE IN PLASMA
THE NAPﬂOXBI ANION. Acute interstitial nephritis with hema-
turia, proteinuria, and nephrotic syndrome has been reported.
Patients with impaired renal function, heart failure, liver dysfunc-
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. if this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and/os creatinine
clearance in patients with significantly impaired renal function.
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the elder\l*or
in patients with chronic alcoholic liver disease or cirrhosis. With
NSAIDs, borderline elevations of liver tests may occur in up to
15% of patients. They may progress, remain unchanged, of be
transient with continued therapy. Elevations of SGPT or SGOT
occurred in contralted clinical trials in less than 1% of patients.
Severe hepatic reactions, including jaundice and fatal hepatitis,
have been reported rarely If liver sease deve!ops or if systemic
manifestations occur (e.g., or rash), d ther-
apy. If steroid dosage is reduced or eliminated during therapy, do
s0 slowly ang observe patients closely for adverse effects, includ-
ing adrenal insufficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically for patients with initial
values of 10 grams or less who receive long-term therapy. Periph-
eral edema has been reported. Therefore, use with caution in
patients with fluid retention, hypmensnon or heart failure. The
drug's ; and anti-i y activities may reduce
fever and mflammauun diminishing their diagnostic value. Con-
duct ophthalmic studies if any change or disturbance in vision
accurs. For patients with restricted sodium intake, note that the
sui&ensmn contains 8 mg/mL of sodium. Information for
nts: Side effects of NSAIDs can cause discomfort and, rarely,
there are more serious side effects, such as Gl bleeding, whicl
may result in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when they are used for
less serious conditions where treatment without NSAIDs may be
an acceptable alternative. Patients should use caution for activi-
ties requiring alertness if they experience drowsiness, dizziness,
vertigo or depression during therapy. Lal ry Tests: Because
serious Gl tract wlceration and bleeding can occur without warn-
ing symptoms, follow chronically treated Emienls for signs and
symptums of these and inform them of the importance of this
up. Drug Interactions: Use caution when giving concomi-
tantilr wnh coumarin-type anticoaguiants; a hydantoin, sulfon-
amide or sullunylulea furgsemlde lithium; beta-blockers;

(]
The drug may decrease platelet aqgre?amm and prolw hleedmg
time or increase urinary values for 17-ketogenic steroids. Te
rarily stop therapy for 72 hours before doing adrenal 'unctlon
tests. The drug may interfere with urinary assays of SHIAA. Car-
cinogenesis: A 2- -year rat study showed no evidence of carcino-
genicity. Pregnancy: Category B. Do not use during pr:&namy
unless clearly needed. Avoid use during late prewancuy rsing
Mothers: Avoid use in nursing mothers. Pediatric Use: Single
doses of 25-5 with total daily dose not exceeding 15
mg/kg/day, are sate in children over 2 years of age. Adverse
nlullou. In a study, G reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
750 mqlda{ In studies In children with juvenile arthritis, rash and
prolonged bieeding times were more frequent, G) and CNS reac-
tions about the same, and other reactions less fre nt than in
aduits. Incidence Greater Than 1%; Probable Causal Relationship:
Gl: The most frequent complaints related to the Gl ract: constipa-
tion” heartburn’ abdominal pain; nausea; dysneysra diarrhea,
stomatitis. CNS: headache; dizziness; drowsiness; light-headed-
ness, vemno Dermatolagic: itching (prumus)' skin eruptions;
eomdv ~ sweating, purpura. Special Senses: tinnitus; hear-
ing disturbances, visual disturbances. Cardiovascular: edema;
dymea cpalmmmns General: thirst. Incidence Less Than 1%;
efationship: GI: abnormal liver function tests,
colitis, GI bleeding and/or_perforation, hematemesis, jaundice,
melena, peptic ulceration bleeding and/or perforation, vomit-
. Renal: glomerular nephritis, hematuria, hyperkalemia, inter-
stitial nephritis, nephrotic syndrome, renal disease, renal failure,
rehn'al papillary necrusus Hemnologlr. aqranulocymsns eosmo-
phitia, gr ia.
press!on dream abnormalities, mabthly te concentrate, insom-
nia, malaise, myalgia and muscle weakness. Dennatoln’]lc alope-
cia, photosensitive dermatitis, skin rashes. Special Senses:
heannq impairment. Cardlovascutar congesuve heart (allure
Respiratory: eosi itis. General: h
reactions, menstrual disorders, pyrexia (chills and tevef) Causal
Relauonsél'? Unknown: Hematologic: aplastic anemia, hemolytic
anemia. CNS: aseptic meningitis, cognitive dysfunctlon Dermato-
logic: epidermal necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis buliosa, Stevens-Johnson syndrome, urticaria. GI:
non-peptic Gl stomatitis. C:
vasculitis. General: anoloneuwnc mma hyperglycemia, hvnoA
havi heartburn, indiges-
tion, nausea, vommnu A pallems have had seizures. Empty
stomach and use usual supportive measures. In animals 0.5 ‘u
of activated charcoal reduced levels of naproxen. Caut
Federal law prohibits dispensing without prescription. See pack-
age insert for full Prescribing Information.

*Incidence of reported reaction 3%-9%.
Where unmarked, incidence less than 3%.
US. patent nos. 3,904,682, 3,998,966 and others.
©1991 Syntex Puerto Rico, Inc. Rev.39 September 1990




FOR CHRONIC ARTHRITIS B

EXPECT A FAVORABLE
SAFETY PROFILE

As with other NSAIDs,

the most frequent complaints
jastrointestinal, and

renal reactions

have been reported.

Please see brief summary of prescribing information
on adjacent page.
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